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(57) Abstract 

Remedies or preventives for diseases in association with chemokines such as MlP-la and/or MCP-l. Namely, remedies or 
preventives for diseases in association with chemokines (rheumatoid arthritis, nephritis, etc.) which contain as the active ingredient cyclic 
amine derivatives represented by general formula (1), pharmaceuticaHy acceptable acid-adducts thereof, or pharmaceutically acceptable Cj_6 
alkyl-adducts thereof. 
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15 ^#-f>tt, 6- 1 5 kDB^flSfe^, &«©», 7^D7j 
-v\ HHflBIS. ifafft&»$. ¥MW. ^sJcME 

»wi8tj:oT*fiaMtTMsna-*©i«fcfii/'ftiaiiif*u k©»*t 
io75/«TBTenT^5^ ccn*-f >©i§i i;~>*xf >\zmmtz>. 
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-^"> CCytA'f >tL/T(iM I P— 1 a/j3 (macrophage inflammatory pro te 
25 in- 1 a/QOV&W) , MCP-1 (monocyle chemoattractant protein-l©B§ 
WjO >. £<J;l>\ RANTES (regulated upon activation normal T-cell express 
ed and secreted©^) tfi&Vf 6*1-5. 
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$n§2^a, 75/a, ty (c^-c^**) 75/s, *fctt>? (c,-c 
6 7;p+;p) 75/STB»snT^Tt>«k<. ^^71^ c 3 -cv>* 

Cj-C 6 7;Pn+vS(cJ:oT$e>{ceift$tiTHTt)ck^„ 

r 2 «tK^M?, c,-c 6 7;p*;nt, c 2 -c 7 7;m+^;^-;ps, tF 
7l -^S«- ffli©©Any>gf, bKo+yi, c,-c 6 7;wn, fe 

k 0 - 2 ©g&£:g-f . 
mit2 -4©»»:££t". 
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3$, ^pa^e-ops, >^;^7hs/^7^vys, c 3 -c 8 ->^D7;^;i'S, 

D**>g< c 1 -c 6 7;p+;i'S, c,-c 6 7;m*->g, &l<&^>vjm-*:> 

io . ^>-7;^+->*^#^i/S, c 2 -c 7 7^^y-r^s, c 2 -c 7 7jm*-># 
;i^-;hi, c 2 -c 7 7^^y-r^*+vS^ c 2 -c 7 7;^y< ;u7^/s, c 

2 -C 7 N-7)V*)ltl)in^ C-CeTMMM^H, 7S/g, 
=E/ (C,-C fi 7;i/^) 75/g. v (C 1 -C 6 7JU*;P) 75/g, Sfctt ( 

ptiOSfdJl ^^-To 

20 Gte, -CO-. -S0 2 -, -CO-0-. -NR'-CO-, - CO-NR 7 — 
. -NH-CO-NH-, -NH-CS-NH-, -NR'-S0 2 -, -S0 2 -N 
R 7 -, -NH-CO-O-, £fctt-0-CO-NH-Ti£$n<5g£;gTo 

(C^^TC 2 -C s 7^*U>S^fi3tLT i b e k^o 
25 R 6 «7i-JH, C 3 -C a f y^n7JV^)im. C 3 -C 6 v^o7;i/^n;i/S, 

mw^zi -3mm^-^mmmm^m^t, frfrz>R«izmz>7*=.)i>m. * 

30 LTm%m*Bl#.LT^Tb£< . $e,H±ieR 6 ^*^i>7xn^m, C 3 -C 8 v 
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PCT/JPOO/03203 

1 0 

-hog, ^*-->7:J-h«, *;pjj?+->;ps, tsjv/^-ovm. hU7MD^? 
c,-c 6 7;i/D*yS. c 3 -c 8 ->^D7^+;p**->3l, c 1 -c 6 7;i/+;u^ 

£> C 1 -C 3 7;l/+l/>^+i/S > 7x-;PS, + 7x-;P75y 

. C,-C ,7**7-01*, 0,-0,7*3^^ 

-;ps. c a -c 7 7;p*/-r;k**->a, c 2 -c 7 7;p#/w;u7$/g, c 2 - 
c,N-7m**wj«, c,-c 6 7;^x;^-;p» > 7 i=**^ 
=£4)vm. n, n-s; (c l -c 6 7;u+;w ^7r^m-7$/s, < 
Ct-c.r;^) rs/a, (c l -c 6 7;^) 7sy|£. ^> W5/ 
c 2 -c 7 n,) 75 /a, C| -c, (7**;i^*-* 

) 75/S, *fctttr* (C,-C,7W^W=*) 75yS{3«kOHlft$tl 

ADy>JR?. >>7 7S, tHD + yl, 737S, h>j7JP^D^^PS, c,- 
C B 7)l*)m. C,-C a 7^3*->ai, C r C s 7WtI, r/ (C,-C 
6 7;M^) 757*. *fc ttS ? (c l -c 6 7;^) 75yi(c c t- 3 T$6tca^ 

ft* C , - C , 7JP*^#Jpflc$^^f r S, >*> t < > I/ 

^ClfC±fBxt (I) TSSft*fb&ttMU MIP-laMtf/SfcttMCP- 

i a<©!r**-f >o*««HSfc«-r*it^*fi»r*fitt, *«tocM i p - 1 a 



0 1 «. •fk^#^ i 5 8 3$i 2aMniiP«:4Lfc«^fl!)R|»*k:»-r*3»* 
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1 1 

B4tt, it&to&m 5 8 3 ©«[#T#o#*«»3wr*ia***"rHT**. 

1 5 tt, {t#8j#*t 1 2 4 5 «31N8ajS4l/ft«^ftK£tllC^t« 

5 a 6 Mt, itet^mn 1 5 8 3 ©msewii&j^***-rsiT**. 

0 7 «. {b-&^5#-^ 1 2 4 5 0>fR9BnMftJR£*'f BT&*. 

B 9 tt. 1 2 4 5 ©ItttSfBtt^ttMJU^^-ttlKWII^Kifitx 

±ESC (I) t*^T, R'(i7x-M, C,-C,^D7^«. Sfctt'N 
fnHfibtiilf, ttStK^ *«ktf/fcU<ttS*K?£l-3fl*rr* 
15 L, iSER't^WS^x-^ai^fctt^SK****^ ^> 

i?>SR. Sfctt^oRftLTtStSf. KEJtBC^, *=t?>vt> u < «:l!5SifH : - 
£ i - 3j@wi-3^§j&^jigiJ!=£ii^LT^^ ier 1 

i;*5WS7i-;H, c 3 -c 8 ->^a7;M^S, *fctt!8£!B 
tt, ffijSffl©/\Dy>lil?, th'n+yl, ->7/S. -hog, l3)V#*i/)\,m 

20 > aw^E-ows, c,-q e 7;p*;Wl, c 3 -c 8 ->i7D7^*;i/S, c 2 -c 6 7 
)Vr-)\,m. c,-c 6 7;m*->g, c 1 -c 6 7;u+;^*s, c 3 -c 5 7)^u 
>*, C z - C<7 ft* U C,-C 3 7;|/* 7x-;u» 

5^8, c 2 -c 7 7jp*/<^S. c 2 -c 7 *ji/zi+>>*;^-;^, c 2 -c 7 7 

25 )Vt)/-1)V**i/m. C 2 -C 7 7M/^fJl/75yi, c 2 -c 7 n-7^;p*;p 

a'^-T^S, c 4 -c 9 n-->^o7;|/+;^;pa ,; e<;I/S, c,-c s 7Mjw;i/ 

C 3 -C 8 (7^3+->*JUjH-JP) N-7irMJI//tl^ 

#^;US. it : — NH (C = 0) 0-TS$*132ffiS. it : -NH (C = S) O 
30 -T«Sft*2«S. 75 /S, ^7 (C , - C t 7)l>*M 7Sy»> Sfctt5> ( 
C , - C 6 7)l*)V) 75711!$ 6 CS^^nx^Tfeck^. 
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r 1 itz&ttz> rc,-c 8 3/^D7;p*;w*j tit. wx&svu-juMn,^ * y >?u 

->7D^>3Mk ->7DM->;k yi/DA^, y^Dt^^JH^ 

s*Vu;k tf7!/u;k **D-yy;k -f y yy;k ?7yu;k -fy^ 

7yj;k tfUvJk tf'J5->'-;k MJ7vx;k MJ77*'j;k Wy7>; 
tm&mt\,T\t. 5Pxx;k 7U;k tfng;k -fy***yy;k *<fctfeu 

15 -eojeFa&jwwiLTtt^^^k <>Ku;k ^>y7? 

x;k ^>y^x-;k */u;k "?>y-f5* r yy;k ^>y**-y-yy;k *5 
>y*h»J7y*«j;k -oy^+iw/y* e^y^tf^w . fc^tf^y 

20 ^ftfcffSLls. 

R 1 KiWS 7 x c 3 -C 8 ->7a7;P+;«, 3Sr#ft«3RSSS. *fctt<8 
^iOliltlT® rADy>jR^j iWt , 7y*Rf, tt*K?, 

R'cDg&StLT© rc 1 -c,7^*;p»j mtLtt*?)],. x^;k n- 
7*Ptrjk n-73\>k n-^>3Mk n-'V^k n-A7>;k 
;k -fyynhfjk -fyy^k S ec-7>;k tert-^ <y^>^ 
;k **^>^;k tert-^>fjK<VM^, 2-*3\fP*oy;k 1 



25 



30 
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1 3 

R'CiMtlTro rc 3 -C 8 v£n7JM^Sj 14. ifufBR Mr£H3 rc 3 

R'ffllMtU© rc 2 -C 6 7;i^-JPgj «A«lf-Jk 7'JJK 1 

5 -7o^x;k 3-7*x-JK 2-^^;i/- 1 -7*0^-;!/, 4- 

/^>r-Jk 5 -A^-fe-Jk 4-^;U-3-^>xXJl/Sft<b*©C 2 -C 6 £>il: 

2 -*?)V- i -7o^x;us&£/Wf 

15 R'CDB&atUT® rc 3 -C 5 7;P*U>Sj £Wu WAtfhU^kV, fh 

20 (-CH 2 CH 2 0-) . VVU-Vyttv (-CH 2 CH 2 CH 2 0-) . 7 h 5 
k>t+y (-CH 2 CH 2 CH 2 CH 2 0-> > 1, 1 -v^^HT-U^* 
=y (-CH 2 C (CH 3 ) 2 0-) £fc£0» C 2 - C 4 <D 2{ffi7;i/* 1/ 

25 R^gifcstLT© rc 1 -c 3 7JU+i/>v^-+vSj t«, p>i;U;£*7k>v 

(-OCHjO-) , JL?-]/>V***/ (-OCH 2 CH 2 0-) , HJ^U 
>^*-> (-OCH 2 CH 2 CH 2 0-) , 7DtfU->> ? ^-*-> (-OCH 2 CH ( 
CH 3 ) O-) mtf.£<DC l -C 3 (D2m7)l' ; ¥U>&t2m<D* : ¥i/&tftt>t<Si2>& 

30 gauntfe**. 

R'wffii&stLTco rc 2 -c 7 7;^y-r;p»j £tt. fl*.tf7-fe^k 7o/i 
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/-Ok 7**/<;k ^>^y<;k 'vfr-yv^k ^fsui, ^yy^vji 
/-f;k 3, 5-^^^-y-y^;i,s^i*©c 2 -c 7 

R'«liLT0 rc a -C T 7*3*->#;MS = ;i*j JMEC.-C. 
R'Ofi&SiLTO rc 2 -C 7 7Jk*/^;k**->3|j £«, mffEC 2 -C 7 7 

;kfr/-r ^St^+vSi^^^^s^^L. *<D&muM t toW£VTtt7±? 

^y^S£7$/X£^/£3S£.f;?*u tUT«, 7-fe 

7)i*)vmtt>)irt^ K&tfrZKzmzmytis^ tmmtt^mtLxit, 
Milium, N-xf^Mt^^twf ens. 

25 R'CiiiiUTO rc 3 -c 8 <7;Hj*->*;m?=;|,) ffiTE 
C,-C 7 7;^ + i/M^;Hi^fMt^s&5i*ii!|cL, f(D|fl^g 

R^mmtLxo r*y (c,-c,7**;w 7S/Sj t«, *e Cl -c 
?)i7^jm. ^)i7z;muEf)mit>nz> a 



15 



20 



30 
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1 5 

R'0lt^liLT0 lv (C,-C 6 7JM^) T^ymi t\t. W-SfcttJlfc 
o&2^©«lEC 1 -C 6 7^+;USC«toTHlft3nfc75ySSSiftL, ^©$f 
®&A#W£LTtt, v^^75/», N-X^P-N-* 

5 ±fg0*Tt), RHzm-f^yjc- Jim, Cj-Cji/i'OTMJH, 3fS*1i* 
SIS, £fcttffi£3a©BttSi:LTra:, Aay/Ef, tKo + yl, C,-C 6 7 
C 2 -C 6 7)ltr-)im, C 1 -C 6 7^3 + '>8, c 1 -c 6 7;u+;i/5 t ^- 

7^/a> (c 1 -c 6 7;i/+^) 75/s, fcitf^ <c,-c,7;u* 

10 )V) 75/**«K:fiFSL^IIflt«d:UT*»f-6J:i«»T**. 

7)l*u*?)\,m % C,-C 6 7Jl/+;l/a> SfcttC I -C 6 7^n^->Sfcd;^TS 
15 , C!-C 6 7;P3+'>S«, flsER 1 7x~Jl,2, C,-C,y^D7M 

±12^(1) fcfcwr, R 2 «tKSH^ C 1 -C 6 7;i/+JUS, C 2 -C 7 7JlO 
kHD*y$, Sfctt7x-;i/S^|gL. R 2 ^43W-2>C,-C 6 

6 7;Mp*S. £fcttC ,-C 6 7^ *yl(:±oTii$nt^Tt)J;K 
» j=0<D<h#te, R 2 «k FD+S'STttfc^. 

R»K:*tf * c , - c 6 7)i*)m& £zfc 2 - c 7 7;m+'>*;p^;i/S«, R 
R 2 c * s c , - c 6 7 ;i/+;PS £ 7c tt 7 x -;i/S cob^S t L x © a □ f >m? 

, C,-C,7**^l, *«fc^C 1 -C 6 7;i/3 + ->Stt, B(fERMc*J^2>7x- 
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1 6 

±Kj* (I) i~*^T, jttO-2<&8»£ST. jttOT?*S»&#«rfcff£ 

±E3 (I) fc*V>T, kttO-2®fi£ft£;£U m»2-4©SE»^r. ft 
5 ^Tt>k*tOT*0, m*«3T*S«^(D2-|llftePUv>, k#lT*D, m 

±IEit (I) fc*HT. nttOJfcttlfgt. 
10 k*5lW2tJfeO, n#0T&-5«-&©3-7S KtfD'J 

»J 5* >*#Kff * L Mat L T^tf -5 C i#T* *. 
±C5t (I) fcSUT. R 3 «7K^lg^SAc« (*n*ftH--3;fcttJ|&r>&tt;g 

15 *v*^ioTH^$nx^T ! bJ:Ul$fctt2i@©7x-;i,S) |;J:oTi!^$ 
nx^TfeJ;^C 1 -C s 7^;PS^^-r. 

20. «tw**fsn<&. 

R 3 (C£tf -5 C , - C 6 7;M^HS0«fc«£ LT©7x r:;PS©fi&££ bT©A 

ny>**, c,-c,7Wi, *itfc,-c,7^+j/iB, -en-en, at 

25 mtf%ZtW-V%2>. 

-fcES* (I) fcfcwr. R 4 £J;tfR 5 tt, H-*fcttJ|fcoT. **JK^ t K 
□ 7x-;hi, *fcttc,-c 6 7;p+^s**b, R 4 £itfR 5 {;:£tts 

fs)i^^)vm, tDvn^jvm. *)vt!7vm, vr-vsm. c 3 -c 8 -> 



30 
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tt^>^**^3SH«toT«lft*nTV»Tt>«k^7x-;i/«) , 71/^/1, 

^>v;M-*:>S> ^>v;p*+->*;i//i?-;ps, c 2 - c 7 7 )its ; 1 )\<m, c 2 - 

5 -f 5 / S, c 2 - c 7 n - 7;p+^;ua* ; e< jps, c , - c 6 7)i*)m)i*- 
75 /a, (c l -c 6 7;i/+;p) 75 yg. v (c,-c 6 7M;n 7 

S»^8S) K«fcDB!fcSttTirVT-<b«fc<, »*VittR 4 *J:^R 8 ttM#-<*fc:/«co 
10 T3-6*»R£<fc7K*O^LTt>J:K 

R 4 £J;tfR 6 fc:mtSC 1 -C 6 7JM i Jl/gtt, MffiRMCfctt^x^JI^ C 3 

R 4 43<tOCR s {Cfctt^C 1 -C 6 7;i/+^S©g^SiLT(DAoy>lH : f, C, 

15 -c,7^*«>l, c ? -c,7;w*;^*«, c 2 -c 7 7;^/-yjus, c 2 -c 

;i/7S7l, c 2 -c 7 N-7;i/+;^;i/A*t-r;i,a, c 1 -c 6 7;^;uy.^*^;i/ 
S, (c l -c 6 7;u+;u) 7sys, *j;z>*. v (c l -c 6 7;p+;u) 757 

R 4 45 cfctf R 5 fc#tt-S C , - C 6 7)V*)V&<Dmt&& £ LT<D C 3 - C 8 □ 7)1 

R 4 *J:lXR 5 H43ttSC 1 -C 6 7;U*^m©®^Si:LT(D7x-;i/S<D@^S 
tLT<7)ADy>0^, C,-C 6 7;MMl/g, fccktfC,- C 6 7)l>zi* ylli, mi 

iBR , (c*^T7x-;i-a, c 3 -c 8 v7P7;i/^« < nzmmmmmm, ztcim 
r 4 . R 5 &&tf^<Dm&mmmT£ftt>uz> rs-ehsnvtsutTMni 
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*<W*£LTtt, ->7D7°DA°X y^D^X V?0^>*>, *«ttK'>^D 

±feS (I) C*V»T. pttO£&ttl£^U ql40*fcttl*ar. P<hq 

±IEiC (I) C*UT, Gtt, -CO-. -S0 2 -> -CO-O- -NR 1 — 
CO-. -CO-NR 7 -, -NH-CO-NH-, -NH-CS-NH-. -NR 
7 -S0 2 -, -S0 2 -NR 7 -, -NH-CO-0-. Sfett-O-CO-NH- 

*^^ttR 7 {iR 5 i-^Hf c C^TC 2 -C s 7^^l/>«^^LTt,=t^. 
- C O - 45 J; Tt- N H - C O - N H - $ ft^ffift Ztmf b ft -5 „ 

R'cfctfsc.-c^JM^Stt. ftjieRMcfctt^x-;^ c 3 -c 8 x? 
mmx$> k> , ^n^nisi £ tx^tf § c 

R 5 <!:R 7 £^b&3 rc 2 -C 5 7^+l/>Sj ttt. *3^>, X^U 

X 7'otru->. MJ^l/X fh7^f l/>. 1 -^^hU^l^x ^> 

^^f.u>^t"0c 2 -c s ©ifi«Sfctt^tt«7;u* 1/ >g$&«* u s& 

±IEit (I) fciSHT, R 6 (i7x-;H. C 3 -C 8 ^D7M;H, C 3 -C 

6 v^o7;i/^-;ps. <yz?)vm, *Ltz\*. ^y-u^thxmmw^, mm? 

§S£l£^l§iS<t*g'fr UTSf^-St^flM LTUT J; < . $ b (C±IBR 6 \Z 45^-5 7 x 

7^11. ->7/5S, -hD». ^*->7^N». rt^A't^g 



WO 00/69432 PCT/JP00/03203 
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. h>)7)v*u*?)im. c,-c 6 7ju*ji/-s, c 3 -c 8 ->^o7;^;us, c 2 

-C,7)V*=.)V&, C,-C 6 7JH3*->g, C 3 -C 8 S'£D7;M i ;M-*'>S, 
0,-0,7^*^*31, C 1 -C 3 7;i/*U>> 5 **'>Sv 7iZJH, 7x7* 

5 7i-^7;i/*-;n. 3-7iuwKHi, c z- c ,7 jwj ; 4 c 2 - 
c 7 7;i'n*v^;i/#-;i/S> c 2 -c 7 7;u*/'f;i'**'>S. c 2 -c 7 7;u^y 
■DV7^;m, c 2 -c 7 N-7;p*;i/^;PA ; E'f ;MS> c,-c a 7;p*;^;p*— 
7x^#w ; E-r;i>*, n, n-v (c,-c 6 7;u*;w ^77^^ 
S. 75/s, ty (c,-c 6 7^*^) 75/S> 5? (c,-c 6 7;p*jw 75 
10 yg. ^>yji/75yi, c 2 -c 7 <7;H3**>j&;m5-;w 75 yg, c,-c 6 
(7;u*^7>;u*^;u) 7$yg, SfctefcfT. (c,-c 6 7^*;px^*-;w 7 

*j:af/"bu<tta*0^fti-3mrft»»3K**»ai. m 

R 6 t-fc^5 rc 3 -c 8 ->7o7;uy^;uSj ta, #i| 7 □ 7*7 -;k ->7 
tt7;i^_;PS*£i*u ^offilte^fl^iti/Ttti -->^d^>x-;^> 1 

20 -v7D^*iz-;US&£7^Wbtt£. 

R 6 ii*5H-S7x-;i/S> c 3 -c 8 ->^D7;i/*;i/». c 3 -c 8 ->£o7JHr- 
25 . c 1 -c 6 7;p*;i-S, c 2 -c 6 7;u^^s> c 1 -c 6 7;m*vS> d-c, 

7)l*)V?-*m. C 1 -C 3 7;P*U>v**vS, C 2 -C 7 7;U*7-f^S, c 2 

-c 7 7;i/=i*->*;p**-^ffi, 02-0,7;^/^^**^ c 2 -c 7 7^# 
y^Okrsyg, c 2 -c 7 N-7;i/*;^;i//\" ; E-f;us« c,-c 6 7;i/*;i/X^* 
^y (c,-c,7;p*;w 7$yg, &J:tfv (c j-c 6 7;u*;i/) 75 

30 ygfct, mII2R 1 (3i3^§7x^;i/S, C 3 -C 8 y?o7M;H, 3r£&!t$9it£ 
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15 



20 



25 



WO 00/69432 , 

PCT/JPOO/03203 

2 0 

R 6 <DMmt LT<D C 3 - C 8 is? a 7)l*mU. MZR 1 iz&VZ C 3 - C 8 -> 

R^M^sttx© rc 3 -c 8 ->i7D7;^;^vSj gg=ec 3 -c 8 
^□yatWxS, >^p^>^:t*->^ yi'D^yM+yifti' 

, R-*&ttHfeo&2^©WBC 1 -C 6 7;P*;«fcJ:oTBJII*nfc^;U7 7 
R 6 ©i^Silxro rc 2 -c 7 (7*3*i/*>tf-, W 757|tj £«. mfE 

R 6 ©»i!Sl*i:LT© rc,-C 6 (7******-*) 7 5/3j £13, huKC 

R*om®mtLT<D rt'y; (c.-c.z***;***:^) 75/Sj tat, id 
-*fctt!lfco;fc 2 ^©mlfgc , - C 6 7;WPx;P*-;PSKJ;oTfi&£ftrc7 

□7;i,y-;ps, mamas. lt«. 

ADy>JR^. ^;^7h«, -hDS, fty 7 thl, h'J7MD^JH 

. 0,-0,7***8* c 1 -c 6 7;^+->s, 7xzm, 7xzkj^z;p 

30 £<h#T£3. 

M^R 6 (:i5(t57xzJH, C 3 -C r >*D7***l, C,-C.^D7 
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2 1 

□ y>R^, x7/I, tFa+->I, 7S/S, HJ 7 ;M"P* 3^2, C,-C 

6 7)i*)im, c,-c 6 7;m*->S> Cj-c 6 7^+;^^-S, (c,-c, 

7)V*)\>) 7 37S. SfcttS? (C,-C 6 7^+^) 75/SfcckoT$e,tg^ 
5 $nT^Tfeck^o 

R 6 l'*tt^)7x-^S, C s -C,i'J'P7;i'^H, Ca-CgS/^Dj^n 
;U*> "C>.5W*, £tt&&XgR&. *&tt«&3!l©Hftg©!HlfeS£LT©AD 

fywt. c,-c B 7;w*ji/S, c,-c 6 7;m+">s, c,-c 6 7Wfti 
. (c,-c 6 7;u+;p) 75/s> *±tfs> (c,-c e 7^*;w 7sygtt 
10 , iHBR l {c*jtts7x-^», c 3 -c 8 ->^P7^*;us. ^mmmmmm, *fc 

±iesc (i) T«$n*ft6tt. *©mwcMsnstt#nifr, *&»«■© 

©ytjtK >©«wiWiBa±©sfFfl£^©«S'&s:ia*-r-sEsai. *a way^JK > 
* * -f > u-t 7? t.% x s n$&£©&&ii t> t < w^w* <tTs c 

20 §S*lStt#*DJ!fi#, . Jfcftf ©if MCffiSnsC , - C B 7 WMWtt, 

25 te«©»ttfC-r*Ctt. fla.fcWLIS. x>7*X «i»-fe;Wn-^*^©K»» ; 

AM, *». «SJ«fcR«f*«lE©RJ^ffl&t**fflV»Tffl«©*ttfc«koTfiJcJB 
30 -rs^t^T**. «t»l. »»BJWtt. «AtfhU*7'U l J>» hU7-fe^>&£© 

yy-feu>xxx;Mi. x^y-;u*t*©7;m-;HR*:t*S:fflt>Tii*©^ffitc 
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B £ aUff "5 £ £ J; o TiSHff: $ ft -5 . 

o 

ASfeOl-SOOmg/HT^, 

±fflit (I) ©»tt75>»aM:o#a3a:ft#iltLT, &T©Tab 1 e 1 
• 1 - 1 . 2 0 6 lw*Sn*#«»«£WTSfc£«fj£#tf * n £flt-cs 

Tab I e 1. 1-1. 2 0 6C^T, FTab 1 ej r^j fcfcifcu 
TCompd. No. j tt Tft^fj $ittu rchiralityjtt 

J tt, S^7$>©^±(7)T^^MWi?©^gBg^ fe ^^ i) rsj a, * 
*F**RW5©IBWjE«t'boj:t, r-j tt^-fesfrc**^ **ir»tt*© 
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Table 1.2 24 

°°No d ' fP* CH *>r k m n chirality - ff ^CH 2 J^CH a ^ R 6 



H 



R 5 



H -CH 2 



■ifK> 



OCH 3 

CF 3 



-CH 



12 CI ~\^/~ CH 2" 12 0 S 

13 C,- 0~ CH '~ 12 0 S 

14 Ct "0^ CH 2- 12 0S H 9. ^ CH3 

15 ci-(~)-ch 2 - 12 0 S 

16 CI-TVcHj- 12 0S 



-CH 2 -N- C 



O 

CH 2 -N-C-^3- C , 



O 

CH 2 -N-C-^-OCH 3 



17 CM^jKCH 2 - 12 0S H -CH,-*?-^ 



CI 

o , CN 



18 C| -\^" CH 2" 12 0S H 

19 cmQ-ch 2 - 120s h 9 



-CH.-^C-^O 

20 <>Och 2 - 12 0S H ? F H CF3 

-CH 2 -N-C-^J> 

21 C^QKCH 2 - 12 0S H -CH 2 -^?-^-CF3 

F 

22 CHHQ-CH 2 - 12 0S H -cH^i^ 3 

F 
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Table 1.4 



2 6 



C °nT- >< CH *>r 



k m n chirality > - (CH2) _^ (CH2) _ G _ 



34 ci 



CH 2 - 12 0 R 



O °CH 3 

" CH2 ~H^~0 



35 a-\ >-CH 2 - 12 0 R 



OCH, 



u / — ^ 

-ch 2 -n-c-^Qkoch 



36 CI H/~ CH 2' 12 0 R 



37 Cf_ 0~ CH 2" 12 0 R 



H 



O -O^a 
-CH 2 -^C-Q 

OCH 3 



O , CF 3 



-CH 2 - 



38 Ch-Q-CH r 12 0 R 



H 



p ^ CH3 

" cH2_ jt^"0 • 



39 ci-(>-ch z - 12 0 R 



-CH 2 -N-C-^J-CI 



40 Ct-4)-CH 2 - 1 2 0 R 



o 



-CH 2 -N-C-f_)-OCH3 



41 C K /" CH 2- 12 0 R 



H 



-CH 2 -N-C-Q 
CI 



42 C, -C /" CH 2- 12 0 R 



H 



-CH, 



O , CN 



43 C^(J-ch 2 - 1 2 0 R 



-ch 2 -n-c-/~Vo 



H \=/ 



44 c *-\}- CH 2- 12 0 R 



-CH 2 -£C-Q- C F 3 
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Table 1.5 



C ° N ^ Pd ' p*>( CH 2)r k m n chirality R=> -(CH^fCH^G-R 6 
• _Fr 

45 Ch^-CHa- 1 2 0 R H ~ CH z~^~^ ' 

F 



46 cmQ- C h 2 - 1 2 0 R h - C h 2 -n-£h0 



47 C!-^j»-CH 2 - 12 0 R 



48 Ct-i >-CH 2 - 1 2 0 R h 



49 Ch-( )-CH,- 12 0 R 



53 Ch\ >-CH 2 - 12 0 R 



CF, 



F 



O P CF 3 



" CH ^ C -w/ 



o CF ^ 



~CH 2 -^C-^- 

o 



0 2 N 
F v CF 3 



50 Ct -H(>CH 2 - 1 2 0 R H "OVift^J 

51 Ct-H^-CH 2 - 1 2 0 R H -CH 2 -Nj-C-Q> 

Br 

52 Cf-^^CH 2 - 12 0 R h -CH 2 -^cnp> 

F 

o 



CI 

CI CI 



54 chOch,. 1 2 0 R h -ch,-*^ 

55 Ch-Q-CHa- 1 2 0 R H -CH 2 -N-C-^-CI 
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Table 1.8 



3 0 



C 7o Pd ' R>< CH *>r * 



m n chirality r 3 



78 o-Q- 



CH 2 - 12 0 R 



-i'CH 2 )^f r (CH 2 ) r G-R 6 



R 5 



o / 



79 C 



CH 2 - 12 0 R 



80 o-4>-ch 2 - 120 r 



81 CI 



-o- 



CH 2 - 12 0 R 



H 



-CH 2 -N-C-^-CF 3 

" CHr H^~W 
F 3 C 



-CH, 



O / CHa 



82 . CI H i~ CH 2- 1 2 0 



-CH, 



83 ct_ X3~ CH 2" 12 0 R 



H 



-CH 2 -N-C-^J> 



84 Cf_ i /" CH r 12 0 R 



-CH 2 -M-C-^>-N0 2 



85 a-Q- 



CH 2 - 1 2 0 



-(CH 2 ) 2 -N-C-(3 



86 ci-< >-CH 2 - 1 2 0 



-(CH 2 ) 2 -W-C-^-NJ0 2 



87 c 



ch 2 - 12 0 S 



-(CH 2 ) 



CF, 



88 Cl ~\ >-CH 2 - 1 2 0 S 



H 



F 3 C 
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Table 1.9 



C °N m o Pd * R^ (CH2) r k m n chirality R 3 



-(CH 2 )i(CH 2 )q-G-R 6 
R 5 



=-0 



89 ct-i />-CH 2 - 1 2 0 S 



H 



-(CH 2 ) 2 -N-C-^> 



90 ct-i )-CH,- 12 0 S 



-(CH 2 ) 2 - 



o r 



91 Ch- ( >-CH 2 - 1 2 0 S 



H 



-(CH 2 ) 2 - 



92 ct-£ >-ch 2 - 12 0 S 



H 



-(CH 2 ) 2 



O , w 



OCH, 



93 Ch-4 >-CH 2 - 12 0 S 



H 



-(CH 2 ) Z - 



o ^ 0CH3 



94 c^{> 



ch 2 - 12 0 S 



•(CH 2 ) 2 -N"C-Q 

OCH 3 



95 a-i >-ch 2 - 12 0 S 



H 



-(CH 2 ) 2 - 



CF 3 



96 Ch-< >-CH 2 - 12 0 S 



H 



O / CH 3 



97 Ch-\ >-ch 2 - 12 0S 



H 



-(CH 2 ) 2 -JvJ-C-hQ)-C! 



98 ch-O 



CH,- 120 s 



H 



-(CH 2 ) 2 -N-C 



OCH, 



99 CI-Q>-CH 2 - 12 0 S 



-(CH 2 ) 2 



CI 
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Table 1.10 



Co^pd. B^ (CH2) _ 



k m n chirality r j 



r 



100 ci-h^-ch 2 - 1 2 0 S 



R 3 



-(CH,),-N-C- W 



o , CN 



101 ci-hQ-ch 2 - 1 2 0 S 



102 a-i >-ch 2 - 1 2 0 S 



-(CH 2 ),-£-C-^A 



103 ci-4 >ch 2 - 12 0 S 



H 



-<CH 2 ) 2 -N-£-^- C F, 
F 



104 ci-<Q^ch 2 - 1 2 o s 



H 



-(CH 2 ) 2 -N-C 



CF, 



105 c-O 



CH 2 - 12 0 S 



H 



O /- 

-(CH 2)? -N-C-Q 



106 ct-( Vch 2 - 12 0 S 



c OCF ; 

-(CH 2 ),-N-C-^^ 



107 a-C >ch 2 - 12 0 S 



CF, 



-(CH 2 fc-N-C-^J?-F 



108 Ch-^i-CHj- 1 2 0 S 



H 



-(CH 2 ) 2 »K-CH^) 
0«>N 



109 ci 



>-CH 2 - 1 2 0 S 



NO- 



110 Ch-H^-cH ? - 1 2 0 S 
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Table 1.1 1 



c °No d ' r2^ (CH2) »" k m n chiralit y R 3 



-(CHaAcH^G-R 6 
R 5 



111 a-l hen,- 12 0 R 



112 c 



t-C\-CH2- 12 0 R 



H 



O , CF 3 



-<CH 2 ) 2 



Ci 

(CH 2 ) 2 -^C-^ 



113 c K_r CH 2" 12 0 R 



115 Ch-4 )-CH 2 - 1.2 0 . R 



116 C\-\ >-CH 2 - 12 0 R 



117 CK\ >-ch 2 - 12 0 R 



120 a-\ >-ch 2 - 12 0 R 



H 



114 ci-< />-ch 2 - 12 0 R . h 



H 



118 OhQhch 2 - 12 0 R 



119 Ch-QHCH 2 - 12 0 R H 



-(CH 2 ) 2 - 



"(CH 2 ) 2 - 



r<3 



-(CH 2 ) 2 - 



O , CI 



"(CH 2 ) 2 



och 3 



H \=/ 



n 0CH 3 
-(CH 2 ) 2 - N- C-^^~ OCH3 

O / 0CHa 



-<CH 2 ) 2 - 



-(CH 2 ) 2 - 



0CH3 

O , CF 3 



H \=/ 



-(CHjfe-N-C-Q 



121 ct-C >-ch 2 - 12 0 R 



H 



-(CH 2 ) 2 -N-C-^-CI 
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34 



Table 1.1 2 



Co N T £>< CH *- 



k m n chirality 



122 c^> 



CH 2 - 12 0 R 



123 a-l >CH 2 - 1 2 0 R 



124 a-\ >-CH 2 - 1 2 0 R 



125 ct -^>-CH 2 - 1 2 0 R 



126 >-CH 2 - 1 2 0 . R 



127 ci-Q-ch,- 1 2 0 R 



128 c\-{ )-ch 2 - 12 0 R 



129 cf-^-CH 2 - 12 0 R 



130 a-i }-ch 2 - 1 2 0 R 



131 cl -^_ CHr 12 0 R 



132 ci-4 >-ch 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



"(CH 2 )i(CH 2 )5-G-R6 
R 5 



-(CH 2 ) 2 -N-C^^-OCH : 
O / 



~(CH 2 ) 2 - 



Cl 



CI 



CN 



-(CH 2 ) 2 - 



-(CH 2 ) 2 -t^C-^^-0 



O F \, CF 3 
-{CH 2 ) 2 -N-C-^ 



" -f^-c: 
F 

O / CFa 

-(CH 2 ) 2 -^ C -iQ> 
F 



-(CH 2 ) 2 



O 



.OCF 3 



-(CH 2 ) 2 - 



O , CF 3 

- ( ch 2)2 -n-c-Qkf 



-(CH 2 ) 2 -n-c-^ 
0 2 N 
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Table 1.13 



Compd. Rl >_ (C H 2 ) r 
No. FT 1 



k m n chirality R 3 



-(^^(CH^G-R 6 
R 5 



133 Ch-< >ch 2 - 12 0 R 



134 ci-£^-ch 2 - 12 0 R 



135 O-C >-ch 2 - 12 0 R 



136 ch< >-ch 2 - 12 0 R 



137 o-\ >-CH 2 - 12 0 R 



138 a-\ >-CH 2 - 12 0 R 



139 CK X >-CH 2 - 12 0 R 



140 Ci-<>-CH 2 - 12 0 R 



141 Ci 



i-Qhch 2 - 12 0 R 



142 CK\ >"CH 2 - 12 0 R 



143 Ci-4 >-CH 2 - 12 0 R 



H 



H 



H 



H 



-(CH 2 ) 2 -N-ChQ 



-(CH 2 ) 2 - 



NO, 



"(CH 2 ) 2 -N-C-^> 
Br 



~(CH 2 ) 2 -£C-H^) 
F 

CI 

° c w c 

-(CH 2 ) 2 -N-C^pKCI 
CI 

o 

-(CH 2 )j-N-C-Q 



-(CH 2 ) 2 - 



-(CH 2 ) 2 - 



H 3 C 
H 3 CO 



HjCO 



-(CH 2 h-N-C-Q-Bf 
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Table 1.15 



C ° N ^ Pd ' R2>( CH 2)r k m n chirality ' R3 -(CH 2 )^(CH 2 )^g-R 6 

155 Ch^J-CH 2 - 12 0 R H -<CH 2 ) 2 - ^C-^HOCH 3 

H 3 co 
o 



156 Ci-t >-CH 2 - 12 0 R 



165 >-ch 2 - 12 0 R h 



-(ch 2 ) 2 -m-chQ-ocf 3 



p 

157 a-\ J- ch 2 - 1 2 0 R h -(CH 2 ) 2 -m-c-^^ 

F3C0 



158 CH^-CH,- .12 0 R H -<ch 2 , 2 -^-£>o> 2 ch 3 

159. CI-^~J-CH 2 - 1 2 0 R H -(CH 2 )2-N-C-Q-F 

F 3 C 

160 C»-£)-CH 2 - 1 2 0 R H -(CH 2 ) 2 -N-C-^ 

F 3 C 

— O F \/ F 

161 CH^)-CH 2 - 1 2 0 R H - (C H 2 ) 2 -N-C^Q 

F 

162 ci-Q-ch 2 - 1 2 0 R H -(CH 2 ) 2 -n-?-^-f 

F 

o 

163 cm£~)-ch 2 - 1 2 0 R h -(ch 2 ) 2 -^ch£J^-cf 3 

f 3 C 

0 CF 3 

164 CF-Q-CH 2 - 12 0 R H -(CH 2 ) 2 -N-C-^ 

F 3 C 

O / CH 3 



( 

-iCHj) 2 -N-C-^-CH 
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Table 1.17 



C ° N 7 d - p>-( CH 2)j- k m n chirality R' 



R 5 



^^(CH^G-R 6 



177 cmQ- 



Ch 2 - .12 0 R 



178 CH\ >-CH 2 - 12 0 R 



179 cmQh 



CH 2 - 12 0 R 



180 CK >-CH 2 - 12 0 R 



H 



H 



H 



n P 

(fl) 9 #-( 

j H \=/ 
CH 3 

CH 3 F 
CH 3 



CH 3 



181 CK >CH 2 - 12 0 R 



182 



CH 2 - 12 0 R 



H 



H 



w 9 

CH 3 



N0 2 



CH 3 



184 _ CM Q^ 



ch 2 - 12 0 R 



185 ch^~^-ch 2 - 



1 2 0 R 



186 O-t >-CH 2 - 12 0 R 



187 c K> 



CH 2 - 12 0 R 



H 



H 



H 



H 



183 ch<>-ch 2 - 1 2 0 R H -ch-n-c-/> 



Br 



' H \=/ 
CH 3 



CH 3 O 



CI 



CH 3 



9*3 O , CI 

-CH-^C-fVci 
I H W/ 
CH 3 

? H 3 O ~ 

-CH-N-C-^ 
I H 

CH 3 p 
CH 3 O 

CH 3 
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Table 1.18 



4 0 



C 7c Pd - £>< CH *>r k 



188 Ch- ( /-ch 2 - 



189 CI-4 >-CH 2 - 



1 90 Ch-^~^-CH ; 



191 cj-4 >-CHo- 



192 CK >-CH 2 - 



193 ChH^^CH 2 - 



194 Ch-< >*CHp- 



195 Cf-H^-CH 2 - 



196 ch-i yen 



197 cl ~ H (3 KCHr 



m n chirality R 3 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



198 Ch\ j>-CH 2 - 12 0 R 



H 



"(CH 2 )pi-(CH 2 )^G-R 6 



CH 3 



9*3 9 



CH 3 



CH 2 -fj) 



CHv " 



— CH-N-O 
CH 2 -fJ 



CI 



-CH-^C-^J 
CH 2 "<il F 



CH 



CH,-<p 
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Table 1.19 



Compd. R V- (CH2) k m n chira | ity R3 
No. R z 



R 5 



199 Cl-4 >-CH 2 - 12 0 R 



200 ch-< >-ch 2 - 12 0 R 



201 Ci-\ /-CH 2 - 12 0 R 



202 ChKv >-ch 2 - 12 0 R 



203 Ci-4 >~ch 2 - 12 0 R 



204 CY-i)-CH 2 - 12 0 R 



205 >-CH 2 - 12 0 R 



206 c\-C_ycH 2 - 12 0 R 



207 C\-\ >-CH 2 - 12 0 R 



208 ChQ" 0 ^" 12 0 R 



209 ch-< >-CH 2 - 12 0 R 



H 



H 



H 



H 



H 



Br 



CH; 



CH 2 <1 



» P 



(5) P V-V 
CH^p 



(S) P 



NO 5 



-JH*0-£$ 
CH- 



is) 9 W : 

-CH-N-C-f J 
(CH 2 ) 2 -§-CW 3 

o 

Br 

O 

(9 V 



O 



o 
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Table 1.2tJ " 



4 2 



C °N m o Pd - k 



210 CU YCH.. 



211 O-O-CH 



212 c: 



m n chira/ity rj 



V 1 2 0 R 



V 1 2 0 R 



CH 2" 12 0 R 



"( C H 2 )F?r(CH 2 )5-G-R 6 



o 
o 



213 CI-< >-CH 



214 c ^> 



V 1 2 0 R 



CH 2 - 1 2 0 



H 



'9 

O 



-(CH 2 ) 3 -C-Q 



215 ci 



CH 2 - 1 2 0 



H 



v> 

-(CH 2 ) 3 -C-Q-oCH 3 



216 



a ~V/r CH 2- 1 2 o 



H 



-(CH^-C-Zj) 



217 



c| -\ /-CH a - 1 2 0 



218 o 



219 



CH 2 - 1 2 0 



Ch A>-CH r 1 2 0 



H 



H 



H 



>{CH 2 ) 2 ^C-Q 
H 3 C0 
O 

-<CH 2 ) 2 - C~^~CH 3 
H 3 C 



OCH 



220 ci- 



CH 2 - 1 2 0 



H 



~{CH ; 



■h-C-^^-CHj 
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Table 1.21 



Compd. R >-(CH 2 )s 
No. Pr 1 



p k m n chirality R 3 



R 3 



221 a-\ >-ch 2 - 1 2 0 



H 



-(CH 2 ) 2 -C-^ 



222 ci-\Jhch 2 - 1 2 0 



H 



-(CH 2 } 2 -C^^^-CI 



223 CK >-ch 2 - 1 2 0 



H 



~(CH 2 ) 2 -CH( VOfCH^CH, 



224 CK >-CH 2 - 1 2 0 



H 



-CH 2 -S-Q^CH 3 



225 CK >-CH 2 - 1 2 0 



H 



O 

-(CH 2 ) 3 -C- 



226 c; 



h-QKCH 2 - 



1 2 0 



H 



-(CH 2 ) 3 -C- 



OCH 3 



227 CK >-CH 2 - 1 2 0 



H 



-(CH 2 ) : 



228 CK yCH 2 - 1 2 0 



H 



-(CH 2 ) 3 -C-r;^jHOCH3 



229 CK Vch 2 - 1 2 0 



CH 3 O 

H -GH 2 -C-CH 2 -C-N-^ j>-CH 3 

CH 3 H 



230 Ch-< Vch 2 - 1 2 0 



H 



-CHjw CH 2 -C 



231 CM(>-CH 2 - 1 2 0 



H 



-(CH 2 ) 3 -C-N>-\ />-C-CH 3 
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4 5 

Table 1.23 



CO N n o Pd ' tfV-^P k m n chiraiity R 3 "(CH^fCH^G-R 6 



243 (~^- CH 2- 1 2 0 S H 



250 



244 ^ CHj _ 1 2 0 S H -ch 2 ^C P -<3 



245 <>CH 2 - 1 2 0 S H 




-CHr-N-o-^5 



246 C ^. CH2 _ 1 2 0 S- H -CH 2 -J-^ CF3 

247 c ^-ch 2 - 1 2 0. S H _ CHz _J 

248 H3C< ^-cH 2 - 1 2 0 S H _ CH2 _^f^° F3 

249 F3 ^kch 2 - 1 2 0 S H. -ch^Lq' 0 ' 3 



< 7 v_ C h 2 - 1 2 0 S H -CHrni/S 



251 P^O CHz - 1 . 2 0 S H _ CH2 _^_/-f F3 



H \=/ 



252 h 3 COhQ^ch 2 - 1 2 0 S h _ c *_J^ F3 



"CH 2 - , , 
H \==/ 



253 h 3 c-Q-ch 2 - 1 2 0 S H . _ CHrN .j?_f> 



,CF 3 

H 
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Table 1.24 



m n chirality R 3 



"(CH 2 )p|-(CH 2 )=-G-R 6 
R 5 



254 



259 



260 



262 



263 



C,_H 0~ CH ^ 



0 2 N 

255 0-»r 



256 o 2 n-^~^-.ch 2 - 



257 d-cH, 



258 0~f*"" 

C0 2 CH 2 CH 3 



CH 3 




CH 2 - 



261 P 3 C-<>-CH 2 - 



Br 




CH 2 - 



264 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



H 



H 



H 



H 



-CH 



-CH 2 -N-C- w 



^ CH 2 -N~C 



— CH 2 -N-C- 



,CF, 



-CF, 



-CH 



-C^-J^ 



-CH 



r ^ CF> 



9 



-CH 2 -N-C-^ 



.CF, 



PF 3 
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Table 1.2 5 



Compd. R o >-(CH 2 ) r k m n chirality R 3 
No. Pi 



266 



267 



273 



274 



265 Qx-\J-CH r 



PCH 3 



268 hjC-c-n-^~/-ch*- 



9 



269 h 3 o-s-\ 



H 3 C0 2 C 

0~ cH2_ 



270 



271 (, /h-Cb 

F 




272 H(H X J-CH r 



Q-CH 2 - 



b- 



CH 2 - 



275 NC-4 >-CH 2 - 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



2 0 S 



H 



H 



H 



H 



H 



H 



-(CH 2 )pf-(CH 2 )q-G-R 6 



-CH 2 -N-C-f } 



-CH^N-C-^) 



-CH 2 -N-C- 



-CH 2 -[|-C-^ 



PF3 



9 



-CH 2 -N-C- 



trk5 



,CF3 



-CH,- 



"CH*-N-C- w 



-CH 2 -N-C-C/> 



,CF 3 



-CH 2 -N-C- 



-CH- 
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Table 1.2 6 



Compd. R V(CH 2 ) r 
No. ' 



k m n chirality R 3 



"(CH 2 )p|-(CH 2 )5-G-R 6 



R : 



276 f _TVch ? - 1 2 0 S 



277 



CH 2 -. 12 0 S 



H 



-CH 2 -M-C-f \ 



H \=/ 



278 h,co 2 c-\ >-ch 2 - 12 0 S 



H 



— CH,-N-C- 



PF 3 



H W 



279 F 3 CO-\ ^CH 2 - 12 0 S 



280 



F 3 CQ 

Qkch 2 - 1 2 0 S 



H 



_CH 2 -^-^ 



.CF, 



281 ho 2 c-\ >-cn 2 ~ 12 0 S 



-CH 2 -i^c- w 



282 (HjC) 3 c-\ )-Oi 2 - 12 0 S 



CH 3 



283 



284 



CH 3 



CH 2 - 12 0 S 



1 2 0 S 



-CH 2 -JfC- w 



PF 3 



-CH 2 - 



1^ 



285 {3~ CH 2- 1 2 0 



R H 



-CH 2 -N-C- 



Cp cH *- 



p_/-i CF3 



WO 00/69432 



PCT/JP00/03203 
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Table 1.2 7 



Co N ^P d - p2>"(CH 2 ) r k m n chirality R 3 "(C^^ 



(CH 2 )p-t-(CH 2 ^G-R 6 
R 5 



287 



288 



289 



290 



291 



293 



294 



295 



Cl ~\ )- CH 2- 



Cl 



,CH 3 
CH 2 - 



CH 2 - 



292 C ^. CH2 _ 



H 3 cq 



Cr CHr 




V /~~ch 2 - 



H 3 C 

296 0-c«r 



297 F -0~ CHr 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



-CH 2 -lvf-C-f > 



H \=/ 



-CH^N-C-^J 



-CH 2 -N-C- w 



.CF, 



irkT 



-CH 2 - 



- CH ^!T C " w 



_ C H 2 -J?-£5 



,CF 3 



P F 3 



,CF 3 



-CH 2 -N-C-(3 



P F 3 



P F 3 

H - W) 



-CH 2 -N-C-f > 



2 0 R H _ CH ^g_/"S 



H \=/ 



WO 00/69432 



PCT/JP00/03203 



5 0 



Table 1.2 8 



k m n chirality R 3 



R 5 



300 



303 



305 



306 



308 



298 h 3 CO\ >-CH 2 - 12 0 R 



299 H 3 c-\ }-CH 2 - 



NO, 



o 2 n 



.302 o 2 N-i . ./~CH : 



{j-CH 2 - 



304 O"?" - 

co 2 CH 2 CH3 



Or 



CH 3 




CH ? - 



307 F 3 C-{ )-CH 2 - 



CH 2 - 



2 0 R 



2 0 R 



2 0 R. 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



^ CF3 



-CH 2 -N-C- 



-CH 2 -N-C- 



,CF 3 



, CF 3 



PF 3 



-CH 2 -£j-C- 



,CF 3 



-CH 



WO 00/69432 PCT/JP00/03203 
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Table 1.2 9 



Compd. R V(CH 2 ) r 
No. Pr ' 



k m n chirality R 3 



"(CH 2 )^7"(CH 2 )q-G-R 6 



309 ^>CH 2 - 



310 



31 1 BrHQh-CH 2 - 



312 



313 



316 



317 



319 



0^-CH 2 - 



OCH 3 
Q^CH 2 - 



314 hjc-c-n-T" Vchj- 



9 /=\ 
315 H 2 c-f\J-otr- 

o 



H 3 CO; 




>-CH 2 - 



(^CH 2 - 
F 



318 HO-i /)-CH 2 - 



.CN 



CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



-CH 2 -N-C- 



.CF, 



- cH2_ !r 6 " w 



_ch 2 -n-chC5 



PF 3 



,CF 3 



,CF 3 



WO 00/69432 



PCT/JP00/03203 



5 2 



Table 1.3 0 



k m n chirality R 3 



"(CH 2 )i(CH 2 )^G"R 5 
R 5 



320 N ^> C h 2 - 1 2 0 R 



321 NC-\ >-ch 2 - 12 0 R 



322 



323 



12 0 R 



CHy 1 2 0 R 



324 h 3 oo 2 c-()-ch 2 - 1 2 0 R 



325 F 3 CO-<Qh-CH 2 - 12 0 R 



F 3 cq 



Q-ch^ 1 2 0 R 



326 



327 HO z c-\ >-CH 2 - 12 0 R 



328 (H,C),o-<>-CH r 12 0 R 



329 S^-CHr 12 0 R 

CH 3 

330 C i-^~)-ch 2 - 0 3 1 



H 



H 



H 



H 



- cH *-fr-L 



PF 3 



,CF, 



-CH 2 -N-C-Q 
-CH 2 -M-C-Q 
-CH 2 -N-C-^J> 

-CH 2 -N-C^Q 

O / 
~CH 2 -N-C-^ 

-CH^C-Q 

-ch 2 -w-chQ 

-CH 2 -N-C-^) 



-CH 2 -N-C-Q 



,CF 3 



WO 00/69432 



PCT/JP00/03203 




WO 00/69432 



PCT/JPOO/03203 



54 



Table 1.32 



C N m o Pd * R> (CH ^ k m n chirality R* 



342 c»H >-ch 2 - 0 3 1 



R 5 



CH 3 O 



343 ci~\ yoH 2 - 0 3 1 



344 c»-^y-CH 2 - 0 3 1 

345 ct~-C\-CH z - 0 3 1 



H 



H 



H 



-CH-N-C 
I H 
CH(CH 3 ) 2 



I H 

CH 2 CH(CH 3 ) 2 







346 ci-( >-CH 2 - 0 3 1 



347 c HC/-CH a - . 0 3 1 



348 ci-< >-CH 2 - 0 3 1 



H 



H 



O / . 
-(CH 2 ) 2 -C-^-OCH 3 

~(CH 2 ) 2 -C-^-CH 3 
H 3 C 



-(CH 2 ) 2 -C-f VCH 3 



349 CI-hQkch^ 0 3 1 



o 

H _ch 2 -ShQ-CH 3 



350 cK >-CH 2 - 0 3 1 



-CH 2 -N-S- 



CH 3 



351 c»H >-CH 2 - 0 3 1 



352 ci-< JhCH r 0 3 1* 



H 



-CH 2 -N-C-OCH 2 h^J) 



° /=< CI 

CH 3 



WO 00/69432 



PCT/JP00/03203 




WO 00/69432 



PCT/JP00/03203 




WO 00/69432 



PCT/JPOO/03203 



5 7 



Table 1.3 5 



Compd. R V( CH2) _ k m n ch i ra |ity R 3 _ (C h 2) J_ (CH2 w G - R 6 
No. Fr R s 



375 ct-{ )-ch 2 - 1 3 0 



H 



-<CH 2 ) : 



376 ci-hQhch 2 - 1 3 0 



"(CH 2 ) 3 -C-Nh(~^-OCH 3 



377 ct-(~}~CH 2 - 1 3 0 



H 



CH 3 O 
-CHrC-CHj-C-N-^ >-ci 
CH 3 H 



378 CK >-CH 2 - 1 3 0 



H 



-CH 2 . CH; C-j. 

6 



379. cK >-ch 2 - 1 3 0 



H 



p 

-(CH 2 ) 3 -C- 



O 

C-CH 3 



380 ct-< >-CH 2 - 1 3 0 



381 CmQkch 2 - 1 3 0 



H 



H 



-(CH 2 ) 3 -C-N-CH 2 ^^ 



382 Cr-\>-CH 2 - 1 3 0 



H 



-CH 2 -N-C-C>CH 2 H^ 



383 Ch-Q^CH 2 - 1 3 0 



384 



CH 2 - 2 2 0 



H 



H 



-ch-o-c-n-^ 



CH 3 



-CH 2 -fshC- 

H \=/ 



P 



PH 3 



385 Cf-Q^ CH2 " 2 2 0 



-CH 2 -N-C 



WO 00/69432 
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Table 1.3,6 



C N^ Pd ' R2^ (CH2) i k m n ch.ral.ty -(CH^fCH^G-Re 



386 V_/~ CHj " 2 2 0 



a 5 



-CH 2 -N-C-<^ 



387 <Qkch 2 - 2 2 0 



-CH 



388 ^-CHjr- 2 2 0 



H P 



- CH2 -fT c ~w 



N0 2 



389 < C^~ CH2 " 2 2 0 



9 



~CH 2 -N-C~h^-C0 2 CH 3 



390 -{^^2- 2 2 0 



-CHj-N-C-^J 



391 ^^-CH 2 - 2 2 0 



392 



ch 2 - 2 2 0 



-CH 2 -t*-C-f 




-CH 



PF 3 
F 

,OCF, 



393 



CH 2 - 2 2 0 



? 



— CH 2 -N-C- 



Br 



394 0" CHz " 2 2 0 

395 0" CHr • 2 2 0 



H 



H 



.ci 



-CHa-NhC-^y-Br 



396 Q-CH r 2 2 0 



-CH,-N-C-^^-F 



WO 00/69432 
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Table 1.37 



Compd. R V(CH 2 )- k m n chirality R 3 -(CH 2 Jf-i 
No. Pr " 5 



(CH 2 )p-f-(CH 2 )5-G-R 6 
R 



397 O" 



CH 2 - 2 2 0 



H 



398 



CH 2 - 2 2 0 



H 



-(CH 2 ) 2 -rj-c-Q> 



399 0^ CHr 2 2 0 



H 



-(CH 2 ) 2 -N-C- 



MP 



400 



CH 2 - 2 2 0 



H 



-(CH 2 ) 2 - 



9 _/ N ° 2 



401 0~ CH2_ 2 2 0 



H 



-(CH 2 )2-^C-hQ>-C0 2 CH3 



402 



Q-CH 2 - 



2 2 0 



H 



"<CH 2 ) 2 - 



P F 3 



H >==/ 



403 



CH 2 - 2 2 0 



H 



~(CH 2 ) 2 - 



H \=< 
F 



404 



CH 2 - 2 2 0 



H 



-(CH 2 ) 2 -hhO v 



,OCF 3 



405 0~ CH2_ 2 2 0 



H 



-(CH 2 ) 2 - 



406 \>- CH 2- 2 2 0 



-<CH 2 ) 2 - 



407 0~ CH 2- 2 2 0 



-<CH 2 ) 2 -N-C-Q^-Br 



WO 00/69432 



PCT/JP00/03203 



Table 1.3 8 



6 0 



°°No Pd R2^" (CH2) r k m n chirality "fP 



408 



O 



ch 2 - 2 2 0 



H 



iCH 2 )^(CH 2 ^R 6 
R 5 



-(CH 2 ) 2 -N-D 



.409 



CH 2 - 2 2 0 



.ci 



-(CH 2 ) 2 -N-C-^-CI 



410 O 



411 



413 



415 



41 



CH 2 - 2 2 0 



CH 2 - 2 2 0 



412 \_>~ C ? 2 ~ 2 2 0 



CH 2 - 2 2 0 



414 0~ CH2_ 2 2 0 



CH 2 - 2 2 0 



416 0>-CH 2 - 2 2 0 



7 0~ CHr 2 2 0 



H 



H 



H 



H 



H 



(S) ? tr-. 
CH 2 CH(CH 3 ) 2 ; 

CH 2 CH(CH3) 2 

CH 2 CH(CH3) 2 

-CH-N-C-^J-C0 2 CH 3 
CH 2 CH(CH3) 2 

13 



CH 2 CH(CH3) 2 



CH 2 CH(CH3) 2 F 



CH 2 CH(CH3> 2 



,QCF 3 



(S) §> W~ 
CH 2 CH(CH3) 2 . 



Br 



418 



CH 2 - 2 2 0 



-f H -{T c -C 

CH 2 CH(CH 3 ) 2 



WO 00/69432 



PCT/JP00/03203 
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Table 1.3 9 



Compd. Rt >"(CH. 
No. Pr 



2 )r k m n chirality R 3 



iCH 2 )i(CH 2 )q-G-R 6 
R 5 



M9. 0^ CHr 2 2 0 



420 



422 



424 



425 



426 



427 



CH 2 - 2 2 0 



421 If- CH 2 - 2 2 0 



CH 2 - 2 2 0 



423 0^ CH2 " 2 2 0 



429 



2 2 0 



CH 2 - 2 2 0 



/-CH 2 - 2 2 0 



CH 2 - 2 2 0 



428 (~)- CH 2- 2 2 0. 



CH 2 - 2 2 0 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



(5) P ^ 
CH 2 CH(CH3) 2 

CH 2 CH(CH3) 2 
(S) {? W 
CH 2 CH(CH 3 ) 2 

CH 2 CH(CH 3 ) 2 

CH 2 CH{CH3) 2 
(A) P 



CH 2 CH(CH 3 ) 2 



-CH-N-C-^_^-CO a CH 3 
CH 2 CH(CH3) 2 

1 H \=/ 
CH 2 CH(CH3) 2 

O / Cf * 
(*) P W 
-QB-N-C-f J 
I H W 
CH 2 CH(CH3) 2 F 



(*> P 



CH 2 CH(CH 3 ) 2 " 

(*) P W 

CH 2 CH(CH 3 ) 2 



WO 00/69432 



PCT/JP00/03203 



6 2 

Table 1.4 0 



0 °No Pd ' R^" (CH2) r k m n chiralit V * 3 ~(CH 2 ) F t(CH 2 )q-G-R 6 



430 0-CH r 2 2 0 H Jc^c-^ 01 

CH 2 CH(CH 3 ) 2 

431 CVch 2 - 2 2 0 H -C^N-C-A-B, 



437 ci-< >-ch 2 - 1 3 1 



440 Ch-4 >-CH 2 - 1 3 1 



H W, 
CH 2 CH(CH 3 ) 2 



432 Q-CH 2 - 2 2 0 - H l^l^fi F 

CH 2 CH(CH 3 ) 2 




433 0~CH 2 - 2 2 0 - H -CH-^E-^ci 

CH 2 CH(CH3) 2 

434 0-Q-CH 2 - 13 1- H -CH 2 -^hQ 

435 CMQ-CH 2 - 13 1 - H - C H 2 -J?H(jP 

436 CHO-CH 2 - 1 3 1 - H -^-/i 



H \=/ 



438 cmQ-ch,- 13 1 - h -ch^-^ 3 

.CF, 



H -ch 2 -n-c-hQ-co 2 ch 3 



439 ChhQ-ch 2 - 1 3 1 H _ CH2 -*-t0 

" F 



,OCF 3 



WO 00/69432 



PCT/JP00/03203 



6 3 



Table 1.41 



Compd. r V {C h 2 v_ k m n chjra | ity 
No. Pr 



-(CH 2 )i(CH 2 )q-G-R 6 
R 



1 Cf-^^-CH 2 - 



44 



442 Ct-\J-CH 2 - 



443 CK />-CH 2 - 



444 Ch\J-CH r 



445 CH4 >-CH 2 - 



446 CK /)-CH 2 - 



447 Ct-(\ >-CH r 



448 Ct-i >-CH 2 - 



449 CK<\ /h CH ? 



450 O-i /)-CHr 



451 cK\ />" CH r 



3 1 



3 1 



3 1 



3 1 



3. 1 



3 1 



3 1 



3 1 



3 1 



3 1 



3 t 



H 



H 



H 



H 



H 



H 



H 



-CH,-N-C-<f~^> 



H \=/ 



9 



-CHz-N-C-^JJ-Br 



-CH 2 -t^-C-{^-F 



-CH 



-(CH^-N-C-Q 



-(CH 2 ) 2 -M-C 



5? 

-(CH^-I^C- 




-(CH 2 )2-^C-^3^ 00 2 CH 3 
H — 



-(CH 2 ) 2 ~W-C- 



-(CH 2 ) 2 -N-C-0 



WO 00/69432 



PCT/JPOO/03203 



6 4 



Table 1.4 2 



C 7c Pd ' £>< CH *>r 



k m n chirality R 3 



R* 



452 a-\ >-CH 2 - 1 3 1 



H 



-(CH 2 ) 2 -f*-C- 



PC F a 



453 o\ )-CH 2 ~ 1 3 1 



-{CH 2 ) Z - 



454 o-£}-CH r 1 3 i 



-(CH 2 ) 2 -N-C- 



,CI 



455 ci-i )-CHi- 1 3 1 



H 



i? 



-(CH 2 ) r N-C-Q-Br 



456 Ch\ >-CH 2 - 1 3 1 




9 



"(CHaJi-N-O-f y-F 



457 



CH 2 - 1 3 1 



H 



-(CH 2 ) 2 - 



458 ci-< >-ch 2 - 2 2 1 



H 



459 CM Q- C H 2 - 2 2 1 



o / CH3 



460 Cf-{ Vch 2 - 2 2 1 



- CH *-ffK>CH 3 



461 a-i )-CH 2 - 2 2 1 



H 



CF, 



■ CHz -rr c -w 



462 a-( )-ch 2 - 2 2 1 



H 



- CH *-tf- c -y , 

H 3 C 



WO 00/69432 



PCT/JP00/03203 
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Table 1.44 



6 6 



k m 



n chirality R 3 -(C^jicCH^G-R 6 
R 5 



474 Ch-O 



CH 2 - 2 2 1 



475 CbH(~}-CH 2 - 2 2 1 



476 Cf-< >-ch 2 - 2 2 1 



H 



H 



-CH 2 -N-CH0-CF 3 
O 

-CH 2 -N-C-^-CH(CH 3 ) 2 
O 

-ch 2 -n-c-hQh-no 2 . 



477 o-\ >-CH 2 - 2 2 1 



-CH 2 -N-C-Q-OCH(CH 3>2 



478 c>-\ i-CHj- 2 2 1 



479 ct-i >-ch 2 - 2 2 1 



H 



H 3 C 



-CH^C-Tj) 



480 ci-h( >-ch 2 - 2 2 1 



2 1 



481 ch^^-CH 2 - 2 



H 



H 



-CH 2 - 



-CH 2 -N-C-/~1 
H 



482 o-( )-CH 2 - 2 2 1 



483 CmQ- 



CH 2 - 2 2 1 



484 ct-\ >-ch 2 - 2 2 1 



-CH, 



O T c 



-CH 



WO 00/69432 



PCT/JP00/03203 




WO 00/69432 



PCT/JP00/03203 



6 8 



Table 1.4 6 



C 7c pd ' ">< CH *>r 



k m n chirality R 3 



-(CHaJ^I-fCHg^G-Re 
R 5 



496 ct-\)-cn 2 - 2 2 1 



-CH, 



O , CF 3 



497 Ch-\ >ch 2 - 2 2 1 



? HO. CH{CH 3 ) 2 
-CH 2 -N-C-f\ 



498 ChH^>-cH 2 - 2 2 1 



H 



0 NH 2 CF 3 



499 Ch-< >-CH 2 - 2 2 1 



H 



-CH 2 -Nf-C-^- N (CH 3 ) 2 



500 .ci-4 >-ch 2 - 2 2 1 



-ch 2 -n-c-Qh-och 3 



501 C(-^)-ch 2 - 2 2 1 



O /" 
-CH 2 -N-C^ 

Br 



NOo 



502 a-\ >-ch 2 - 2 2 1 



-CH 2 



NO 2 
F 



503 cmQhch 2 - 2 2 1 



N0 2 



-CHj-N-C-^J-CI 



504 Cl-{ >-CH 2 - 2 2 1 



O , OC H 3 
-CH 2 -^C-Q 

OCH3 



505 a-\ )~CH 2 - 2 2 1 



H 



NOo 



-CH 2 -N-C-f y-Br 



506 ci-4 j-CHr 2 2 1 



-CH 2 -N-cYl 
H 



N0 2 



WO 00/69432 PCT/JPOO/03203 




WO 00/69432 



PCT/JPOO/03203 



7 0 

Table 1.48 



°°No d ' p^ (CH 2>r k m n chirality R* ~(CH 2 )i(CH 2 ^G-R6 
. . Frj 



520 C^J-cv 2 2,. f 

H W/ 



521 Ch-£ >-CH;,- 2 2 1 



3 



522 ci-( >,ch 2 - 2 2 1 - V . ? 



9 • <Lrf 



523 ChHf> C H 2 - 2 2 1 - V _ -ch^S-/ 



524 Ch-4>-CH 2 - 2 2 1 



-(CHahCH-^J* H \= 

~CH 2 CH-^3 CHz_ h" <>H w) 



525 a-<^-CH 2 - 2 2 1 H 



_CH 2 -m- C - w 



526 C-£>CH 2 - 2 2 1 - H _ CH:r J c _ 



H 



527 ch{>ch 2 - 2 2 1 - H -CHrJJ^Cs 



528 CI-^)-ch 2 - 2 2 1 H ~ CH 2~ft"^!o CH3 

F 3 C 



WO 00/69432 



PCT/JP00/03203 
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Table 1.4 9 



Compd. R V(CH 2 ) r 
No. FT 1 



k rn n chirality R 3 ~(CH 2 ) F |-(CH 2 )^Gr-R 6 



529 ci-^^-ch 2 - 2 2 1 



- CH ^jT- c "Vo 



530 ch-^~^-CH 2 - 2 2 1 



H 



-CH 2 -N-C 
H 




531 ci-Qk 



ch 2 - 2 2 1 



p 



H 



532 ct-i >-ch 2 - 2 2 1 



533 Cf-4 >-ch 2 - 2 2 1 



534 a~i >-CH 2 - 2 2 1 



535 ci-4 >-CH 2 - 2 2 1 



536 



CI-hQ>-ch 2 - 2 2 1 



537 CH\ >-CH 2 - 2 2 1 



538 ct-^ >-ch 2 - 2 2 1 



539 ci-<f>-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



5? /^CHa 

- cH ^ir c- vo 

H 3 C 

H 3 C 
P /^NOa 

- cH ^!r c -Yo 

H 3 C 

-CH 2 -^C-Q 

P /=Y CH 3 
H 3 <T C "3 
P ^C(CH 3 ) 3 

H 3 C 




- CHj -N- C -yi 

P ,«W CH 3 

F 3 C 



WO 00/69432 
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7 3 



Table 1.51 



Compd. R^-( CH2) ._ |c m n chirality R 3 



"(CH 2 )i-(CH 2 ^G-R 
R 5 



-q6 



551 ci-<)-CH 2 - 2 2 1 



-CH 2 -N-C-CH 2 - 



,CH 3 



552 CmQ>-ch 2 - 2 2 1 



553 ChHf>-CH 2 - 2 2 1 



554 ct-<>-CH 2 - 2 2 1 



H 



-CH 2 -N-C-CH 2 -^ 



,CF 3 



-CH 2 -N-C-CH 2 - 



-CH 2 -N-C-/p[ 
H 



CF 3 
F 



555 ct-0- CH 2" 2 2 1 



- CH >-K-^PC r ' CI 

H 



556 Ct-Hf)-CH 2 - 2 2 1 



H 



-cH 2 -^ c -Yprj 

H 



557 Ch(rCH 2 - 2 2 1 



H 



-(CH 2 ) 2 -N-C-Q) 



558 CK VcHr 2 2 1 



CH 3 O 



559 CK V-CH 2 - 2 2 1 



560 Cl-<v /)~CH 2 - 2 2 1 



561 Ch-< Vch 2 - 2 2 1 



O 

I H W 
CH 3 CF 3 



-CH-N-C 



-CH-N-C 

CH; 



»K3 



WO 00/69432 
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Table 1.5 2 



7 4 



C< No Pd R 3^ CH 2)T k m n chirality ft 3 



"(CH 2 )p|-(CH 2 )q-G-R 6 
Fr 



562 Ct-i}-CH 2 - 2 2 1 



563 cl-< (3~ 



564 C 



565 ci 



566 C 



567 C 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



568 C 



569 ci 



-o 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



570 ci-~0>-ch 2 - 2 2 1 



571 ci 



572 ci 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



H 



O P 

CH 3 

? W CF3 

I H >=/ 
CH 3 F 3 C 



o F w CFa 



OCH 2 CH 3 



-CH-N-C-. 
| H W 

CH 3 



CH 3 



CH 3 



OCR 



-CH-N-C-. 
I H W 

CH 3 CF 3 



o F \ 



o 

-CH-N-C . 
I H \=/ 
CH 3 CF 3 

O F> 
-CH-N-C-/> 

CH 3 F 

CF, 



O 



CH 3 

? H ? CH(CH 3 ) 2 

CH 3 
CH 3 
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Table 1.5 4 



7 6 



k m n chirality R 3 



584 ch^>-ch 2 - 2 2 1 



H 



R 5 



9' o 



CH 3 



585 Ct-C )-CH 2 - 2 2 1 



CH 3 



586 CH4 >-ch 2 - 2 2 1 



587 ch\Jkch 2 - 2 2 1 



H 



CH 3 



H -CH-N.C-Qk-CF 3 



CH 3 



588 CH-^y 



ch 2 - 2 2 1 



I 

CH 3 



589 c\-\ >-CH 2 - 2 2 1 



H 



-^H-^C-Q-CtCHah 
CH 3 



590 ci-hQ^ch 2 - 2 2 1 



H -CH-N-C-^-CHfCHa);, 



I 

CH 3 



591 ct-\ )-ch 2 - 2 2 1 



CH 3 



592 a-i >-ch 2 - 2 2 1 



-CH-N-C-^_)-OeH 3 
CH 3 



593 ohQhciv 2 2 1 



H "CH-N-C^^-CH 2 OH 



CH 3 



594 Ch\ >-CH 2 - 2 2 1 



CH 3 
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Table 1.5 6 



7 8 



C0 NT d ' >< CH ^ * 



m n chirality "R> 



606 C'-^O - 



ch 2 - 2 2 1 



607 ct-CJ-CHr 2 2 1 



608 Ci-\}-CH 2 - 2 2 1 



609 C(-Q-ch 2 - 2 2 1 



610 m ci-<>-ch 2 - 2 2 1 



611 C(-\ >-ch 2 - 2 2 1 



612 >ch 2 - 2 2 1 



613 ci-4 >CH 2 - 2 2 1 



614 ct-\ )-CH 2 - 2 2 1 



615 a-i )-CH r 2 2 1 



616 ct-( >-ch 2 - 2 2 1 



H 



H 



H 



H 



R 5 



-(C^^fCH^G-R 6 



CH 3 



, 9CH 3 



CH 3 
CH 3 H3C 

ch 3 h 3 c 



CH 3 <yQ 



CH, 



CH 3 H 3 C 




CH 3 K)C 
CH 3 F 3 C 

CH 3 F 3 C CH3 



CH 3 




T H 
CH, 
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Table 1.5 7 



Compd. r V (C h 2 ) k m n chjra|jt R3 
No. R 2 ^ 



-(CH 2 )p|-(CH 2 )q-G-R 6 



617 Ct-i _J-CH 2 - 2 2 1 



618 o-^~)-ch 2 - 2 2 1 



H 



H 



9 



CH 3 

CH(CH 3 ) 2 



CN 



619 cK >-ch 2 - 2 2 1 



620 CrH(~}-CH 2 - 2 2 1 



621 C 



622 Ci 



-o 



CH 2 - 2 2 1 



ch 2 - 2 2 1 



623 Ch(> 



624 ci 



625 C 



626 ci 



627 ci 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



' H 



H 



H 



-CH-N*C-/> 
| H W/ 
CH(CH 3 ) 2 



O / L 

| H \=/ 
CH(CH 3 ) 2 



Br 



-CB-N-C-^ 
I H 
CH(CH 3 ) 2 



CI 



Q _N(CH 3 ) 2 



-CH-N-C-^f"^ 
CH(CH 3 ) 2 

-CH-N-C-^J^ 
CH(CH 3 ) 2 

9 ^-< N ° 2 
-chhN-cnf> 

| H \=/ 
CH(CH 3 ) 2 

-CH-N-C-^J 
CH(CH 3 ) 2 

RjC 



-CH-N-C- 
I H N=< 
CH(CH 3 )2 CF 3 



o /- 

-CK-N-C-fS 



OCH 2 CH 3 



-cn-r 

I 

CH(CH 3 ) 2 
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Table 1.58 



k m n chirality R 3 



628 ck)-ch 2 - 2 2 1 



629 ci-t>CH 2 - 2 2 1 



630 CK >CH 2 - 2 2 1 



631 Ci-<>CH 2 - 2 2 1 



H 



-(CH 2 )i(CH 2 ^G-R 6 
R 5 



I H \=/ 



I 

CH(CH 3 ) 2 



R CF 3 



I H w/ 



CH(CH 3 ) 2 



CH(CH 3 ) 2 



0CF 3 



I H 
CH(CH 3 ) 2 CF 3 




632 CK >CH 2 - 2 2 1 



633 cK >-ch 2 - 2 2 1 



634 cK >-ch 2 - 2 2 1 



635 C h^~)~CH 2 - 2 2 1 



636 cK >-CH 2 - 2 2 1 



H 



H 



H 




-CH-N-C-/ 
" I H W 
CH(CH 3 ) 2 CF 3 

CH(CH 3 ) 2 F 

-ch-^chQhf 

CH(CH 3 ) 2 

■ o H ? { CH ^3}a 

| H W 
CH(CH 3 ) 2 ■ 

CH 3 



CH(CH 3 ) 2 



637 ci-{)-CH 2 - 2 2 1 



-Ct+N-C-{~S 
I H \=/ 
CH(CH 3 )j 



638 Ci-( >-ch 2 - 2 2 1 



h ~W<K3~ CN 



I 

CH(CH 3 ) 2 
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Table 1.5 9 



Compd. R V(CH 2 ) r k m n chirality R 3 
No. Pr 



% 

R 



-(CHa^CH^G-R 6 



639 cmQ- 



CH 2 - 2 2 1 



H 



-ch-jsj-c-Qh-n(Ch 3 ) 



I 

CH(CH 3 ) 2 



640 C\-\>-CH 2 - 2 2 1 



641 Ch-4jHCH 2 - 2 2 1 



642 CmQk 



CH 2 - 2 2 1 



643 C\-\ /-CH*- 2 2 1 



644 Ch\ >-CH 2 - 2 2 1 



645 CK<\ >CH a - 2 2 1 



H 



H 



H 



H 



H 



~CH-N-C-^^>- OCH 3 
CH(CH 3 ) 2 ■ 

O 

- CH- N- C-^^H C6 2 CH 3 
CH(CH 3 ) 2 

O O 

CH(CH 3 ) 2 
O 

-c^n-chQ^cf 3 

CH(CH 3 ) 2 

-CH-N-C-Q-C(CH 3 ) 3 
CH(CH 3 ) 2 

CH(CH 3 ) 2 



646 CK >-CH 2 - 2 2 1 



647 Ct-4 >-CH 2 - 2 2 1 



648 CH-4 >-CH 2 - 2 2 1 



649 Ci-< >-CH 2 - .221 



H -CH-JjC-H^jHCHaOH 
CH(CH 3 ) 2 

H -CH-N-C-^Q)-C-CH 3 
CH(CH 3 ) 2 

H -CH-N-C-^^-CH(CH 3 ) 2 
CH(CH 3 ) 2 

H ^<j:H-N-CHQHOCH(CH 3 ) 2 
CH(CH 3 ) 2 
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Table 1.6 0 



C °No Pd ' R ^ CH 2JJ k m n chirality -(CH 2 Jp^(CH 2 ^Q-RB 
: — : R 5 

650 C-Q-CH,- 2 2 1- H ^J^O 

CH(CH,) a 

651 Ch-Q~CH 2 - 2 2 1 H 9 W™ 0 " 3 



652 ci-\ }-CH 2 - 2 2 1 



655 ct-< >-CH 2 - 2 2 1 



656 ct-C >-CH 2 - 2 2 1 



659 ci-4 )-CH 2 - 2 2 1 



CHICHj), 



k3 



CH(CH 3 ) 2 

653 cmQ-ch,- 2 2 1 h -fH-*o-(>occH 2 ),CH 3 



654 ct-\ >CH 2 - .221- h 9 

T 

CH(CH 3 ) 2 



CH(CH3) 2 



o 
» 

C-CH, 



J*¥ CF 3 



CH(CH 3 ) 2 



H 

CH(CH a ) 2 

657 o-^- C h 2 - 2 2 1- H -CJ^Lq 



658 a-< )-CH 2 -. 2 2 1 - h. „ ? 



CH(CH 3 ) 2 




CH(CH 3 ) 2 



660 C^>ch 2 - 2 2 1 - h 

CH(CH 3 ) 2 
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Table 1.61 



C T Pd ' o^ CH 2)P k m n chirality R 3 -(CH^fCH^G-R 6 
No. Fr k r5 



661 0\-\ycH 2 - 2 2 



662 Ci-4>-CH a - 2 2 



663 Ci 



664 ci 



CH 2 - 2 2 



CH 2 - 2 2 



665 Ch-\ >-ch 2 - 2.2 



666 C»-Q^CH 2 - 2 2 



667 Ch-< >-CH 2 - 2 2 



668 Ci 



CH 2 - 2 2 



669 a-^y- 



670 ci 



CH 2 - 2 2 



CH 2 - 2 2 



671 C\-\ Vch 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



CH(CH 3 ) 2 OCH 3 



I H CH 3 
CH(CH 3 ) 2 3 



P 



-CK-N- 
T H 
CH(CH 3 ) 2 

CH(CH 3 ) 2 . 

9 

CH(CH 3 )2 
CH(CH 3 ) 2 



C 

'-a 



9 

CH(CH 3 ) 2 (Q) 




CH(CH 3 ) 2 
CH(CH 3 ) 2 CH 3 



-CH-N-C-/1 
I H 0^ Br 
CH(CH 3 ) a • 



9 

-CH-N 1 
T H 
CH(CH 3 )j 
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Table 1.62 



k m n chirality R 3 



672 a-i )-CH r 2 2 1 



H 



"(CH 2 )i(CH 2 ) 5 -G-R 6 
R 5 



? 



CH(CH 3 ) 2 H 



673 ct-C >-ch 2 - 2 2 1 



674 cf-\ >-ch 2 - 2 2 1 



675 ci-i )-CH 2 - 2 2" 1 



676 ci-< >-ch 2 - 2 2.1 



H 



H 



H 



C(CH 3 ) 2 

CH(CH 3 ) 2 
C(CH 3 ) 2 CH3 

CH(CH 3 ) 2 H 



677 ci-( >-ch 2 - 2 2 1 



CH(CH 3 ) 2 



678 a-i >-CH 2 - 2 2 1 



679 o-O-CHa- 2 2 1 



H 



-CH-N-C- 
T H 
CH(CH 3 ) 2 



CH(CH 3 ) 2 



680 >CH a - 2 2 1 



681 ci-i >-ch 2 - 2 2 1 



H 



CH(CH 3 ) 2 

? W* 3 

T» c "CC C h 

CH(CH 3 ) 2 ' C " 3 



682 ci-< >-ch 2 - 2 2 1 



CH(CH 3 ) 2 C < CH 3>3 
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Table 1.63 



Compd. R S-(CH 2 ) r 
No. Pr 1 



k m n chirality R 3 -(CH 2 )p^-(CH 2 ^-G-R 



683 Cl-\>-CH 2 - 2 2 1 



684 ChA >-ch 2 - 2 2 1 



685 Ch-4_>*CH r 2.2 1 



CH(CH 3 ) 2 3 
iH(C H H 3)2 ^g^HA 

CH(CH 3 ) 2 5 3 



686 Cf-(}-CH 2 - 2 2 1 



| H \=/ 
CH 2 CH(CH 3 ) 2 



687 ^-CH 2 - 2 2 1 



688 CHh£>-ch 2 - 2 2 1 



689 Ch-\ >-CH 2 - 2 2 1 



690 CK< >-CH 2 - 2 2 1 



CH 2 - 2 2 1 



691 CHhQk 



692 CH-< >-CH 2 - 2 2 1 



H 



H 



H 



H 



-CH-N- 



o 



-CH- 



0=3 

CN 



-CH-N-C 
-CH-N-C- 

OCH 3 

-CH-N-C 



693 Ch-^>-CH 2 - 2 2 1 



H 



-CH-N-C-^^ 



WO 00/69432 



PCT/JP00/03203 



Table 1.64 



8 6 



C nT' 



k m n chirality *r 3 



694 ct-^-CH 2 - 2 2 1 



695 a-\ >-ch 2 - 2 2 1 



696 o\ )-CH z - 2 2 1 



H 



""(CH 2 )p|r(CH 2 )5-G-R6 
R 5 



0 ,OCH 2 CH 3 



-CH-N-C- 

u 



-CH-N-C-/~> 



697 o-* >-ch 2 - 2 2 1 



698 C\-L >-ch 2 - 2 2 1 



H 



-CH^C^Q-N(CH 3 ) 2 



699 a-C )-ch 2 - 2 2 1 



700 ci-\ >-ch 2 - 2 2 1 



701 a-( Vch 2 - 2 2 1 



~c^JChQkco 2 ch 3 



o p 

-CH-f*C-/~Vc-CH 3 



702 ch{ )-CH 2 - 2 2 1 



703 o-^-CHj- 2 2 1 



H 



H 



O 

-CH^-C-Q)-CH(CH 3 ) 2 



704 Ct-i >-CH 2 - 2 2 1 
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Table 1.6 5 



m n chirality R 3 



705 cmQ- 



CH 2 - 2 2 1 



706 Ch\J-CH 2 - 2 2 1 



707 Or\ >-CH 2 - 2 2 1 



708 ci-O 



CH 2 - 2 2 1 



709 ct-\ )-CH 2 - 2 2 1 



710 ct-^~j^CH 2 - 2 2 1 



711 >-CH 2 - 2 2 1 



712 Ch O 



CH 2 - 2 2 1 



713 a-i >-CH 2 - 2 2 1 



714 ci-i >-CH 2 - 2 2 1 



715 Cr-^^CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



iCH^fCH^G-R 6 
R 5 



-CH-N-O 



0 / CF 3 



k3 



-CH-JC-^J 



— CH-N-O 



Hp 

Br 



.-ChH^-C-^X 

5? 
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Table 1.6 8 



)p k m n chirality R 3 



R 



(CHaJ^CHg^G-Rfi 



738 ct-i hCH 2 - 2 2 1 



739 CK >-CH 2 - 2 2 1 



740 cK Vch 2 - 2 2 1 



741 c*-< }-CH 2 - 2 2 1 



742 cK >CH 2 - 2 2 1 



743 ci-< )-CH 2 - 2 2 1 



744 Ch-\ >-CH 2 - 2 2 1 



745 Ch-\ >-CH 2 - 2 2 1 



746 Cf-< Vch 2 - 2 2 1 



747 Ch-{ >-CH 2 - 2 2 1 



748 CK >-CH 2 - 2 2 1 



H 



H 



H 



H 



9 /^ CH 3 

\/ H 3 C 



-CH-N-C 

u 



\/ H 3 C 



-CH-N-C- 



9 /=^ N °2 



- ch -n-c-Q 



-CH-r 

u 



V-6 



,CH, 



-^H-JC-<J 



9 ,Cs^C(CH 3 ) 3 




CH 3 



I? /^CH 3 
F 3 C 



- 0< 
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Table 1.69 



Co N ^P d * ^>(CH 2 ) r k m n chirality R 3 -(CH 2 )^ 



(CH 2 ) r h(CH 2 )^G-R 6 
R 5 



749 CMk )-CH 2 - 2 2 



750 Ch-(~)-CH 2 - 2 2 



751 ci-4 hCH 2 - 2 2 



752 Cm(~^-ch 2 - 2 2 



753 Ci-< >~CH 2 - 2 2 



754 Ch-\~>CH 2 - 2 2 



755 CK >-ch 2 - 2 2 



756 CK >-CH 2 - 2 2 



CH 2 - 2 2 



757 CM Q- 



758 CK >-CH 2 - 2 2 



759 CK >-CH 2 - 2 2 



H 



H 



H 



H 



H 



H 




Tir^O 

CH 2 OH CF 3 



CH 2 OH 



CN 



CI • 



CH 2 OH 

9 / 0CH 3 



CH 2 OH 
-fH-JfC-Q 



CH 2 OH 



OCH 2 CH 3 



CH 2 OH 



0 C0 2 CH 3 
IT yT~i 



9 _M 

CH 2 0H 



CH 2 0H 
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Table 1.70 




WO 00/69432 
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Table 1.7 2 



CO No Pd r2^ (CH 2)F k m n chirality 



"(CH 2 ) r f-(CH 2 ) r G-R s 



782 ci-\ >-ch 2 - 2 2 1 



783 cmQ- 



CH,- 2 2 1 



784 ci-4 >-CH 2 - 2 2 1 



785 Ch-^~)-CH 2 - 2 2 1 



786 ct-\ >-ch 2 - 2 2. 1 



787 O-i >-CH 2 - 2 2 1 



788 Ch-4>CH 2 - 2 2 1 



789 ci-( >-ch 2 - 2 2 1 



790 Cm( }-CH 2 - 2 2 1 



791 ci-( >-CH 2 - 2 2 1 



792 Ci-( />-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



rit cH 0 

CH 3 



OCH 3 



ChU 0 PCH 2 CH 3 
CH 3 



9 H 3 ?• ^ 

-^-N-C-CH 2 h 
CH 3 



,0CH 3 



CH 3 OCH 



H 2 C — CH 2 



H 2 C — CH 2 



H 2 C CH 2 



/\ 



H 2 C— CH 2 



CI 



H 2 C— CH 2 
H 2 C— CH 2 
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Table 1.7 3 



Compd. R J^(CH 2 )r k m n chirality 
No. Pr 



-(CH 2 feT7( 



,— q6 



*(CH 2 )pi-(CH 2 )5-G-R 
R 5 



793 Or\ )-CH 2 - 2 2 



794 CH^^HCH 2 - 2 2 



CH 2 - 2 2 



795 CH-\J-ch 2 



796 C ^\>- CH 2- 2 2 



797 cKJ-CH 2 - 2 2 



798 >-CH 2 - 2 2 



799 c*--^^ 0 ^ 2 2 



800 CK >-CH 2 - 2 2 



801 Ch-\ Vch 2 - 2 2 



802 C(-(~}-CH 2 - 2 2 

803 CI-hQkch 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 2 C CH 2 
H 2 C— CH 2 F 
H 2 C~"CH2 

? 




H 2 C CH2 
H 2 C CH 2 



7^ 

H2C— CH 2 



SCH 3 



C(CH 3 ) 3 




7TS 




H 2 C— CH 2 



7V« 

H 2 C CH 2 



9 



CH 3 



n-c-4 /h-ci 



H 2 C— CH 2 



H 2 C~CH 2 



OCH3 



H 2 C CH 2 



OCH 2 CH 3 
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Table 1.74 



C0 N m o Pd ' R> (CH ^r 



k m n chirality > - (CHa jJL CH . q _ r6 



804 ci-4 >-CH 2 - 2 2 1 



805 CK/-CHJ- 2 2 1 



806 0-C./-CH,- 2 2 1 



807. CI-Q-ch,- 2 2 1 



H 



I? 

-/Xh C - CH * 

H 2 C CH 2 

H 2 C— CH 2 OCH 3 
f? /=< Br 

H 2 0-CH 2 

O H 



808 Ch{ >-ch 2 - 2 2 1 



809 ckh(^ch 2 - 2 2 1 



810 0-4 ^ch 2 - 2 2 1 



H 



H 



9 P H 3 

j H \ 
O 

O 

O CH 3 
(CH 2 ) 2 -£^NH 2 



811 cm£ >-ch 2 - 2 2 1 



H 



.9 



(CH2) r C-NH 2 



812 CM( ^ch 2 - 2 2 1 



H 



(CH 2 ) 2 -§-NH 2 



SCHn 



813 Ch( >-ch 2 - 2 2 1 



814 o\-L )~CH 2 - 2 2 1 



9 /- 



(CH 2 ) 2 -9-NH 2 

o 



9 

-<j:h-n-c 



OCF 3 
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Table 1.75 



9 7 



Compd. R\_(CH 2 ) r k m n chirality 
Ng. . R 



-(CH 2 )p|-(CH 2 )q-G-R 6 
R 5 



815 CHhQh-CHj- 2 2 

816 a-(~)-CH 2 - 2 2 



817 a-^~)-CH 2 - 2 2 



818 c 



-o- 



CH 2 - 2 2 



819 C} H>- CH 2- 2 2 



820 Ch^QHCH 2 - 2 2 

821 cmQ^ch 2 - 2 2 



822 Ch-4>-CH 2 - 2 2 



823 Ch^)-CH 2 - 2 2 



824 C! 



825 O 



CH 2 - 2 2 



CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 



H 



H 



(CH 2 ) r C-NH2 F 
O 



CF 3 



o 

-CB-N-C-4 >-F 
| H \-/ 

O 

(CHjJyC-NHj 



M CFl 

(CH^rC-NH, CF 3 

o 

o 



? 

CH 2 OCH 3 



CI 



CH 2 OCH 3 
CH 2 OCH 3 



CH 2 OCH 3 



C(CH 3 ) 3 



CH 2 OCH3 
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Table 1.7 6 



C °NT d " R a^ (CH2) i k m n chirality "r> - (CH2 JjL 



826 c 



CH 2 - 2 2 1 



827 o-< V-CH,- 2 2 1 



828 ci 



CH 2 - 2 2 1 



829 c^Q- 



CH 2 - 2 2 1 



830 a-i W 2 2 1 



831 ci-^J-ch 2 - 2 2 1 



832 ct-i >CH 2 - 2 2 1 



833 Ci-0-CH a - 2 2 1 



834 cK /)-CH 2 - 2 2 1 



835 c>-{ Vch 2 - 2 2 1 



836 ch-0"CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



(CH 2 )pi-(CH 2 fc-G-R6 
R 5 



9 




-CH-N-C- 
CH 2 OCH 3 CH3 
O 

-CW-f^C-Hf~V H 

T H v\ 

CH 2 OCH 3 

P P CF 3 

-Chhn-chQ 

CH 2 OCH 3 



9 



-CHHN-C-Q 
CH 2 OCH 3 F 



T h W 
ch 2 och 3 



T h w 

CH 2 OCH 3 



.CI 



CH 2 OCH 3 



NO 5 



CH 2 OCH 3 

CH 2 OCH 3 
CH 2 OCH 3 



CH 2 OCH 3 



CH-, 
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Table 1.77 



R 1 

Compd. V.( CH2) k m n chira | ity 
No. Fr 



"(CH 2 )p?-(CH 2 )q-G-R 6 
R 5 



837 CK V }-ch,- 2 2 



838 Ct-\j>-CH 2 - 2 2 



839 Ci-\ >-CH 2 - 2 2 



840 Ch-\ >-CH 2 - 2 2 



841 . Ci-4 >-CH 2 - 2 2 



842 Ct-A >-CH 2 - 2 2 



843 ch-(>-ch 2 - 2 2 



844 ci-( >CH 2 - 2 2 



CH,- 2 2 



845. ChnQ- 



846 Ci-i >-CH 2 - 2 2 



847 Ci-V>-CH 2 - 2 2 



H 



H 



H 



H 



H 



CH 2 OCH 3 



,CF 3 



CH 2 OCH 3 



r OCH 2 CH 3 



OCH 3 



-(j;H-^C--^)-OCH3 
CH 2 OCH 3 OCH 3 



H -(CH 2 ) 3 -C-Q 



O 

-(CH 2 ) 2 -C 



-(CH 2 ) 2 -C-f VCl 



CH 3 



-(CH 2 ) 2 



rS-0 

H 3 C 



H - (CH2)2 _ C -^ VCH 3 



H -(CH 2 ) 2 -C-^[Vs-CH 



"(CH 2 ) 2 -C-{^y-U-Y /> 



-(CH 2 ) 2 -C-H^h-OCH 
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Table 1.78 



m n chirality R 3 



-(CHsJpt-fCH^G-R 6 
R 5 



848 cK i~CH 2 - 2 2 1 



849 CmQ-CH 2 - 2 2 1 



H 



-(CH 2 ) 2 -C-^3~CH 3 
H 3 C 

o och 3 
-<CHa)rC-Q 

H3C0 



850 CK >-ch 2 - 2 2 1 



H 



o 

•CH 2 -S-f _VCH 3 
O 



851 cK >~CH 2 - 2 2 1 



H 



-CH 2 -N-C- 

H H W 



CF 3 



852 cK >-ch 2 - 2 2 1 



-CH 2 -^£H0- C F 3 



853 cK >-ch 2 - 2 2 1 



-CH 2 -N-C- 

H H \ 



854 CK >-CH 2 - 2 2 1 



H 



H H \ 



CH 3 



855 CK >-CH 2 - 2 2 1 



-CH 2 -N-C- 
H H 



CH, 



856 C i-0-CH 2 - 2 2 1 



-CH 2 -N-C 

H H 



857 cK >-CH 2 - 2 2 1 



-CH 2 ^C-{sh(^ 



OCH, 



858 o-^~)--CH 2 - 2 2 1 



H 



-CH 2 -N-C 

H H 



OCH3 



WO 00/69432 



PCT/JPOO/03203 



1 0 1 



Table 1.7 9 



Compd. \_( CH2 w k m n chirality 
No. 



~(CH 2 )J-( 



;— Q 6 



■(CHaJ^HfCHaJgpQ-R 
R 



859 ci-(J-ch 2 - 2 2.1 



860 Cr-QKCH 2 - 2 2 1 



H 



-CH 2 -N-C 

H H 



CI 



n /=\ 



861 ci-4>-ch 2 - 2 2 1 



H 



-CH.-N-C-NhQ 



862 c»-V >CH 2 - 2 2 1 



863 . ct-\}-CH 2 - 2 2 1 



H -CH, 



■JfC-lfOcH, 



-CH,-N-C 

H H 



OCH 3 



864 Ci-i )-ch 2 - 2 2 1 



865 Ch-\)-CH 2 - 2 2 1 



866 Ct-C >-ch 2 - 2 2 1 



867 Cf-4>-CH 2 - 2 2 1 



868 ct-(~}-CH 2 - 2 2 1 



H 



H 



H 



H 



- CH 2 - N-C - oc H 3 



- CH *-K-§-0~ CHa 

O 

O P f > 

m-S-TN 



— CH 



CF 3 



' CH 2"K"§"\ = /~ CH 2 CH 3 

o 



869 ct-(~)-CH 2 - 2 2 1 



H 



-CH 2 -N-S-Q-CH(CH 3 ) 2 



WO 00/69432 



PCT/JP00/03203 



1 0 2 



Table 1.8 0 



k m n chirality r=> 



"(CHaJpf-tCHsj^Q-Re 
R 5 



870 ct-( >-ch 2 - 2 2 1 



ch 2 - 2 2 1 



871 cm(> 



879 



880 



872 ct-i >-CH 2 - 2 2 1 



873 Ch-<>-CH 2 - 2 2 1 



874 ci-{ >-CH 2 - 2 2 1 



CH 2 - 2 2 1 



875 O 



876 Bt-\ >-CH 2 - 2 2 1 



877 NC-( )-CH 2 - 2 2 1 



878 o 2 nm( >-ch 2 - 2 2 1 



0^0 



CH 2 



CH 2 - 



2 2 1 



2 2 1 



H 



H 



H 



H 



9 /—< CH3 



o 



H 0^ 



CH 2 -N-C-OCH 2 h^J) 



-C-H-O 
CH 3 



~ CH ^ c -w 



O , CF 3 



H N=/ 



-CH 2 - 



&K3 

o / 
-CH 2 -£C^0 



CF, 



-CH 2 -^C- W 



WO 00/69432 PCT/JP00/03203 




WO 00/69432 



PCT/JP00/03203 




WO 00/69432 PCT/JP00/03203 



1 0 5 

Table 1.8 3 



Co ™P d ' R i>"( CH 2)r k m n chirality R 3 -(CH 2 j-(CH 2 fc-G~R 6 
No. Pr p5 



903 



910 



° 2K ^-ch 2 - 2 2 1- H - CHr »l(f' 



ij- c »*- 2 2 1 - H _ CHi _^_fi 

OCH3 H 

HO o C p 3 

904 /=V C H 2 - 2 2 1 - H _ CH? 



905 



906 



907 



908 



O cp3 

V(CH 2 )3- 2 2 1- H -CHrN-C-fS 



Br, 




Br 



913 H 3 CO-( >CH } - 2 2 1 



•CH,- 

H \=/ 



,V 2 2 .1 - H _ CH2 .^£_f-i 

&-CH(CH 2 ) 2 - H W 



^-CH(CH 2 ) 2 - 



909 Q-J-O-ch,- 2 2 1 H _ C h 2 -m-£_£^ 

ci o / CF3 

»-Q-CH 2 - 2 2 1- H -CH 2 -M-ChQ 



CI, O / CFa 



911 /^cHr 2 2 1 - H _ CHz . 



912 I >-CH 2 - 2 2 1 H _ CHz . 



O / 
o , c 

-CH 2 -N-C-/> 



H VJ 



WO 00/69432 



PCT/JP00/03203 



Table 1.84 



1 0 6 



m n chirality r> ~(CH 2 )X(CH 2 b-G-R6 



914 Q-ovi-Q-cHr 2 2 1 



OH 

915 /° = \— chch 2 - 2 2 1 



916 



917 



o- 



ch 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



O / CF 3 



-CH 5 



O , CF 3 



-CH 2 -N-C^ 

O , CF 3 



-CH 2 -N-C- W 



O / CF 3 



918 "jCOjCC^-^-CH,- 2 2 1. 



O , CF 3 



-CH 2 -N-C-^^ 



919 H 3 c-< >-ch 2 - 2 2 1 



920 



921 



PCF 3 



CH 2 - 



Q>CH 2 - 



2 2 1 



2 2 1 



H 



H 



-CH 2 -N-C-/~\ 



,CF 3 



O , CF 3 
-CH 2 -N-C-Q 



O , CF 3 



-CH 2 - N-C 



922 0-CH 2 - 2 2 1 



J? 



923 2 2 1 



924 



0~ cHr 



2 2 1 



H 



H 



-CH 2 



O , CF 3 



O , CF 3 



-CH 2 -N-C 



— CH^-N-C 



WO 00/69432 PCT/JP00/03203 



1 0 7 



Table 1.85 



Compd. R h^(CH 2 ) r k m n chirality R 3 
No. R 



4- 

R 



-(CH 2 )p-}-(CH 2 k-G-R 6 



925 H 7 n-c-i >-oh 2 - 2 2 



930 



933 



926 0- CHr_ 0 -CHj " 2 2 



F 3 cq 

927 /=\ ~. 2 2 



Q^-CH 2 - 



928 F 3 CO-Q>-CH 2 - 2 2 



929 H 3 CS-Q>» 



CH 2 - 2 2 



,CH 3 



o 



Qhch 2 - 



2 2 



931 /=\ 2 2 



CH 2 - 



N0 2 

93 2 ckTS-ch 2 - 2 2 



^ -£t 2 2 



934 <^J^-CH 2 - 2 2 



0 2 N 

935 r^,u. 2 2 



H 



H 



H 



H 



H 



H 



H 



H 



H 



9 ^ 



_ CH2 -M-C-Q 



JCF, 



-CH^N-C- w 



-CH^ChQ 



,CF 3 



irkf 



,CF 3 



9 



-CH^-NhO 



ff 



r<3 

-CH^JJ-C-^ 



PF 3 



.CF, 



, CF 3 



P p 3 



WO 00/69432 



PCT/JP00/03203 



1 0 8 



Table 1.8 6 



C °No Pd R^ (CH2, r k m n chirality R 3 



-(CH 2 )i(CH 2 )^G-R6 
R 



936 



N0 2 
CH 2 - 



2 2 1 



- cH *-jt c -0 



938 



937 ' (H 3 CfeN-& /-CHf 2 2 1 



2 2 1 



^ CF3 



939 



CI-^^-CH 2 - 



2 2 1 



H 



H V=/ 



940 



OH 



CH 2 - 



2 2 1 



941 



-CHr-N- 



942 ci-( >-CH r 2 2 1 



-CH-NJ-C 

CH(CH 3 ) 2 CF 3 



CF 3 



943 chh( Vch 2 - 14 0 



944 ch-( )-CH 2 - 1 4 0 



945 cr-^>-CH 2 - 14 0 



H 



,CH 3 

„ >J 

N0 2 
H W> 



~CH 2 -N-C-f } 



946 Ci-< >-ch 2 - 1 4 0 



-(CH 2 ) 2 -jvhC^QHN0 2 



WO 00/69432 PCT/JP00/03203 



1 0 9 



Table 1.87 



Compd. R ^ (CH2)j _ k m n chira | ity R 3 _ (Ch , 2) _|_ 
No. R ~ s 



(CH 2 )p-i-(CH 2 )^G-R 6 
R 



947 Ci-\ >-CH 2 - 1 4 0 



-(CH 2 ) 2 -|^C-H^J^- DC H 3 



948 cm(~)-CH 2 - 1 4 0 



H 



"(CH 2 ) 3 - 



949 



CH 2 - 1 4 0 



-(CH 2 ) 3 -C-N-CH 2 H^J) 



950 CK >"CH 2 - 0 4 1 



H 



-CH 



951 . . cmT/-ch 2 - 12 0 R 



9 ^ 9 



-CH?- N-C-^^-O.C- CH 3 



952 Ch(}- 



ch 2 - 12 0 R 



-CHj-N-C-^^-NCCHs), 



953 cmQ-ch 2 - 1 2 0 



954 cK>-ch 2 - 12 0 R 



955 Cl-O-CHj- 12 0 R 



956 CI-0-ch 2 - 12 0 R 



CH 2 - 12 0 R 



957 ChQ- 



H 



H 



H 



" tCHz)r H"^0 -N(CH3)j 
H 3 ONH 



~(CH 2 )r- 



H 3 C-NH 

9 



-(CH 2 )2-N-C-^ 
HO 



WO 00/69432 



PCT/JP00/03203 



Table 1.8 8 



1 1 0 



k m n chirality R 3 



IC^Jpf-fCH^G-R 6 



958 ct-\ >-ch 2 



959 ct-l >-ch. 



960 ci 



CH 2 - 



961 ci-( >-ch : 



962 qi-< >-ch 2 - 



963 Ci-(~)-CH 2 



964 Ch- ( )-CH z - 



965 C i-<(~)-cb 



966 cK Vch,- 



967 ci-^^-ch 2 - 



968 ci-i >CH,- 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



j? 

-(CH 2 )r-N-C- 



p 

-(CH 2 )2-N~C- 



N-C-CH 3 



- (C H 2 )^N-C-^J-rj-CH 3 
-(CH 2 )2-N-C-^-OH 



-CHg-N-C- 



C0 2 CH 3 



IT 

-(CHrfz-N-C-^-OOzCHa 

-CHz-N-C-Q-C-CHa 
-(CH 2 ) 2 -N-C-Q-C-CH 3 
-CHj-^-C-i^y-NH 



WO 00/69432 



PCT/JPOO/03203 



1 1 1 



Table 1.89 



Compd. R V(CH 2 ) r 
No. 2h 



k m n chirality R 3 



-(CH 2 )p-]-(CH 2 )q-G-R 6 
R 5 



969 C\-i)-CH 2 - 12 0 R 



970 cm(~)-ch 2 - 12 0 R 



971 Ct-i /-CHj- 12 0 R 



972 Ct-< >-CH 2 - 12 0 R 



973 . ci-4 >-ch 2 - 12 0 R 



974 ci-< >-ch 2 - 12 0 R 



975 C(-4>-CH 2 - 12 0 R 



976 Ch-i Vch 2 - 12 0 R 



977 ct-{~^-CH 2 - 1 2 0 R 



978 CK\ )"CH 2 - 12 0 R 



979 cK >-ch 2 - 12 0 R 



H 



H 



( C H 2)z -N-?_CP^H 
jj) ,N(CH 3 ) 

p y N(CH 3 ) 2 



-<CH 2 ) 2 -N-< 



-(CH 2 ) 2 -Nf-C-( = J 
— CH2-N-0-^^-NH 2 
-(CH 2 )2-N-C-Qk-NH 2 



NH 



? 



-(CH^j-N-C-Q) 



-CHz-N-C-Q-NH 



-(CHj)r-t^C-f V-NH 



WO 00/69432 



PCT/JPOO/03203 



1 1 2 



Table 1.90 



m n chirality r 3 



980 chhQ^-ch 2 - 12 0 R 



981 a-\ J>-ch 2 - 12 0 R 



982 ct-\J-CH 2 - 12 0 R 



983 ct-C }-ch 2 - 12 0 R 



984 .ci-4 }-ch 2 - 12 0 R 



985 ct-i >-ch 2 - 12 0 R 



986 Ci ~Chg~ 120 R 



987 



o 



;h-ch 2 - 



2 2 1 



988 o-< Vch 2 - 1 4 0 



989 ch-i >-CH 2 - 1 4 0 



990 cr ^O~ CH 2- 1 4 0 



H 



H 



~(CH 2 )p|r(CH 2 ^G-R 6 
R 5 



P 



H W/ 



9 



HN-C-CH 3 



H \=/ 



-CH^C w 
(H 3 C) 2 N 

(HaCfcN 



-(CH 2 )2-N-C-QH-CH a OH 



.CF, 



-CH 2 -N-C-^> 
P 



-CH 2 -N-C w 



-CH 2 -M-^ 
-CH 2 -N>-C-0-CH 2 -^> 



WO 00/69432 



PCT/JP00/03203 



1 1 3 



Table 1.91 



Compd. R S-(CH 2 )r k m n chirality R 3 
No. Pr 



991 ct-( )-ch 2 - 1 4 0 



(CH 2 )i(CH 2 )5-G-R 6 
R 5 



H 



9 

-{CH 2 )a-C-^ 



992 Cf-i/-CH 2 - 1 4 0 



993 Ch-i^CH,- 1 4 0 



H 



P /- 



OCH 3 



-(CH a )2-C-^J>-OCH 3 
PH 3 



-(CH 2 )2-C- 

H 3 C 



-0 



994 Ci-\/-CH 2 - 1 4 0 



H 



^HjJrC-y 



995 CmQ^ 



CH 2 - 1 4 0 



H 



P 



-(CH 2 )3-C-4^-OCH 3 



996 P»- H CJ^ CHr 1 4 ° 



9 

-(CH 2 )3-C- 



CH 3 



997 Ci 



KD~ ch *~ 



2 2 1 



998 Ch-O-CHr 2 2 1 



999 ch-(~)-ch 2 - 2 2 1 



1000 cm(j>-ch 2 - 2 2 1 



1001 Ci-Q-CH 2 - 2 2 1 



H 



CH 2 CH(CH3) 2 



CH 2 CH(CHj) 2 



,C?3 



— CjiH-N-C 
CH 2 CH(CI-b)2 



,CH 3 



CH 2 CKCH 3 )2 

P / OCH 2 CH 3 

CH 2 CH(CHj) 2 



WO 00/69432 



PCT/JP00/03203 



1 1 4 



Table 1.9 2 



°° N m o Pd - £>' CH *)r 



k m n chirality 'r 3 



ioo2 



ch 2 - 2 2 1 



1003 a-\ >-CH 2 - 2 2 1 



1004 ar\ >-ch 2 - 2 2 1 



1005 Ch\>-CH r 2 2 1 



1006 ar\ )-CH 2 - 2 2 1 



1007 a-< x i-CHr 2 2 1 



1008 >-ch 2 - 2 2 1 



1009 ci-< >-CH 2 - 2 2 1 



1010 ch-4 >-CH 2 - 2 2 1 



1011 a~\ >-CH 2 - 2 2 1 



1012 CK >-ch 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



"(CH 2 )p| 7 (CH 2 )^G-R6 



R 5 



CH 2 CHCCH 3 fe . 



,OCF 3 



O CH 2 CH3 



OCH 3 



CH 2 CH(CH3) 2 



CHaCHtCHjfc OCH3 
O / 0CH 3 

CH 2 CH(CHj) 2 OCH3 
9 / 0C H>CH 3 

CH 2 CKCH 3 ) 2 
CH 2 CKCH 3 ) 2 OCHjCHa 

9 ~ 

(CH 2 ) 2 -£-NH 2 
O 

O ^"3 



H 



(CH 2 )ZHJ-NH 2 
O 



OCHjCH 3 



(CH 2 )2-5-NH 2 
O 

9 , CH 2 CH 3 
O 

O 



WO 00/69432 



PCT/JPOO/03203 



1 1 5 



Table 1.9 3 



C N m o Pd ' R^" {CH2) T" k m n Chira,it y R3 -(CH 2 )FT7 



R 5 



1013 cK\ >-CH 2 - 2 2 1 



1014 Cl-4 >-CH 2 - 2 2 1 



1015 C\-i >CH 2 - 2 2 1 



H 



H 



H 



o / OCH 3 

(CH 2 )rS-NB2 OCH 3 
O 

O ^OCHjCH, 

OCH 2 CH 3 



O 



O _,OCH,CH 3 

OCH2CH 3 



O 



1016 ci-\ >ch 2 - 2 2 0 



H 



-CHr-N-C-^J 



1017 CI-\ >-CH 2 - 2 2 0 



1018 cl-{ >-CH 2 - 2 2 1 



H 



-CH 2 -N-C-^J-0 



PCH 2 CH 3 
OCH 2 CH 3 



1019 Ch-Q^CH 2 - 2 2 1 



1020 Ch-\ j^CH 2 - 2 2 1 



H 



H 



'9 , OCH 2 CH 3 

-CH 2 -N-C-^3^0CH 2 CH 3 
OCH 2 CH 3 

^ QC H 2 C H 3 
-CH 2 -M-C-H^^-OCH 3 



1021 Ch-\ >-CH 2 - 2 2 1 



1022 cm(^ch 2 - 2 2 1 



1023 Ct~i >-CH 2 - 2 2 1 



H 



H 



H 



F 3 CCH 2 0 



PCH 2 CF 3 



CH 3 



OCH 3 



OCH 3 



(S) 9 , CH 20H 3 
CH 3 



WO 00/69432 
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Table 1.94 



1 1 6 



k m n chirality R 3 



1024 o-(~)-ch 2 - 2 2 1 

1025 Cl-Q-CHa- 2 2 1 



H 



"(C^^CH^G-R 6 



.OCR, 



CH 3 OCH 3 
(S) P /OCHjCHa 
-^H-^C-Q-OCHjCHa 



1026 Cl-Q-CH 2 - 2 2 1 



1027 cK /)-ch 2 - 2 2 1 



1 028 ci 



1 029 ci 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



1030 o-Q-ch 2 - 2 2 1 



1031 Cf -Y^VcH 2 - 2 2 1 



1032 ct-{ >ch 2 - 2 2 1 



1033 ci-^y-cHr 2 2 



1034 a-\.>-CH 2 - 2 2 1 



H 



H 



H 



H 



-CH-N-C-0-OCH 2 CH ; 



,OCH 2 CH 3 



OCH 2 CH 3 
,OCH 2 CH 3 



~f^ c "W~ 0CH 

CH 3 

CH 3 OCH 2 CF 3 



<S) jj> /OCH2CH3 
CH 3 



PCF, 



CH 3 



OCH-. 



CHU 



OCH, 



ch 3 QCH 3 



CH 3 



-CH-N}-C-Q^OCH 3 



OCH 3 



WO 00/69432 



PCT/JP00/03203 



1 1 7 



Table 1.9 5 



Compd. R ^ (CH v_ 
No. 1 



k m n chirality 'r 3 -(CH 2 JJ-(CH 2 )r-G-R 6 



1035 ci 



1036 c 



-O- 



CH 2 - 2 2 



CH 2 - 2 2 



1037 Ct-\)-CH 2 - 2 2 



1038 Cr-\J-CH 2 - 2 2 



1039 Ci 



1 040 Ci 



ch 2 - 2 a 



CH 2 - 2 2 



1041 Cr-H^-CH 2 - 2 2 



1 042 Ci 



1 043 c 



1 044 Ci 



1045 O 



CH 2 - 2 2 



CH Z - 2 2 



CH 2 - 2 2 



CH 2 - 2 2 



H 



H 



H 



H 



H 



w 9 



pCH 2 CH 3 



-CH-N-C-H^^-OCH 2 CH 3 
CH 3 

-CH-N-C-f V0CH 2 CH 3 
CH 3 0CH 2 CH 3 
OCH 2 CH 3 



-OH- 

I 

CH 3 

?CH 2 CF 3 

— CH-N-C- 
i H \=< 
CH 3 OCH 2 CF 3 



-CH-N-C-f VOCH 
1 H \=/ 



M ? 

-CH-N-C- 
CH 3 



CH 3 



OCH 2 CH 3 



PCF 3 



m 9 

CH 3 



pCH 3 



~CH 2 -N-C-f J 



H 2 N 



Ci 



H 2 N 



_ CH _^ c ^p 

H 2 N 



,CH 3 



9 

-CH 2 -N-C- 



H 2 N 



WO 00/69432 



PCT/JPOO/03203 



1 1 8 



Table 1.9 6 



C °No Pd R 2^"( CH 2)r k m n chirality 



-(CH 2 )^(CH 2 )5-G-R 6 



1046 Ct-i >-CHj- 2 2 1 



1047 Ci-H^-CH 2 - 2 2 1 



1048 cl-\ >-CH 2 - 2 2 1 



1049 



1050 



CH,- 2 2 1 



CH 2 - 2 2 1. 



1051 ct-i /-CHj- 2 2 1 



1052 a-\ >-ch 2 - 2 2 1 



1053 a-< )-ch 2 - 2 2 1 



1054 ci-( )-ch 2 - 2 2 1 



1055 ci-< >-CH 2 - 2 2 1 



1056 o-\ )-ch 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 2 N CI 

-ch 2 -m-chQ 

H 2 N CH 3 

^ CH3 

-CH 2 -j|C^\-OCH3 
H 2 N OCH 3 

9 < CH3 
-CH 2 -N-C-^ 

H 2 N Br 



-CH-N-C-Q 
CH 2 CH(CH3) 2 OCH3 

(S) W CH2CH3 
CH 2 CH(CH3) 2 

-CH-N-C-H^-OCH, 
CH 2 CH(CH3) 2 OCH3 

(s) 9- OCH ^3 

-CH-N-C-H^J^-OCH 2 CH 3 
CH 2 CH(CHa) 2 

(S) ^ /~< OCH2CH3 
-JH-M-C-^V0CH 2 CH 3 

CH 2 CH(CH3) 2 OCHjCHg 

"f^H 0 \=J~° CH3 
CH 2 CH(CH3) 2 

-ch-*c-Q 
ch 2 ch(ch3) 2 och 2 cf 3 



WO 00/69432 
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1 1 9 



Table 1.9 7 



Compd. R V(CH 2 ) r 
No. Pr ' 



k m n chirality R 3 



-(CH 2 )pf-(CH 2 ^-G-R 6 



1 057 ci-(3~ CH 2" 2 2 



1058 ci-(>-ch 2 - 2 2 



1059 C>-£)-CH 2 - 2 2 

1060 Ci-^^-CH 2 - 2 2 



1061 ci 



ch 2 - 2 2 



1062 c\-ij-CH 2 - 2 2 



1 063 ci 



1 064 ci 



CH 2 - 2 2 



CH 2 - 2 2 



1065 <>hQkch 2 - 2 2 



1066 Ci 



1 067 ci 



CH 2 - 2 2 



CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 



(R) n PCH 2 CH 3 

-n 0 ' W 



k3 

CH 2 CH(CH3) 2 



OCH 3 



CH 2 CH(CH 3 ) 2 
CH 2 CH(CH3) 2 



OCH 2 CH 3 
-QH-N-C-^^~OCH 3 
CH 2 CH{CH 3 ) 2 

-CH-M-C- 

CH 2 CH(CH 3 ) 2 OCH 2 CF 3 
n OCH 2 CH 3 

CH 2 CH(CH 3 ) 2 




-CH-N-C-H^^ 



,OCH 3 



CH 2 CH(CH 3 ) 2 



1(1 
CH 2 CH(CH 3 ) 2 



OCF 3 



^ P CH 3 
CH 2 CH(CH 3 ) 2 OCH3 

(R) ^ , CH 2 CH 3 

CH 2 CH(CHJ 2 

-CH-^C-^V0CH 3 
CH 2 CH(CH3) 2 OCH 3 



WO 00/69432 



PCT/JPOO/03203 



1 2 0 



Table 1.9 8 



Compd. R V(CH 2 ) r 
No. R 2/ 2/1 



k m n chirality ' R 3 



"(C^^fCH^G-R 6 
R 5 



1068 cH, /)-CH 2 - 2 2 1 



1069 cK >-ch 2 - 2 2 1 



1070 C(-( >-CH 2 - 2 2 1 



1071 ci-<^-CH 2 - 2 2 1 



1072 a-i >-ch 2 - 2 2 1 



1073 ct-Q-CH 2 - 2 2 1 



1074 Ch-t >-CH 2 - 2 2 1 



1075 Cf-{^-CH 2 - 2 2 1 



1 076 Ct-i )-CH 2 - 2 2 1 



1077 Ci-4 )-CH 2 - 2 2 1 



1078 CI-\}-ch 2 - 2 2 1 



H 



H 



H 



H 



H 



m ff PCH 2 CH 3 
-CH-N-C-f V0CH 2 CH 3 



CH 2 CH(CH3) 2 
(fl) 9 PCH.CH3 

CH 2 CH(CH 3 ) 2 OCH2CH 3 



CH 2 OCHH^ 

9 c & 

r H ^-CtObb 
CH 2 OCKr(~) 



I H 



CH 3 



OCF, 



CF 3 



CH 2 OCH 2 -^^ 
CH 2° CH ^0 
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Table 1.99 



Compd. R />-(CH 2 ) r k m n chirality *R 3 
No. R 2 



R 5 



1079 C\-\ >-CH 2 - 2 2 1 



1080 C*-hQ-CH 2 - 2 2 1 

1081 Ch^^-CH 2 - 2 2 1 



1082 Ci 



CH 2 - 2 2 1 



1083 Ch-{~^-CH 2 - 2 2 1 



1084 CK i-CH 2 - 



1085 Ch-^)-CH 2 - 



12 0 R 



12 0 R 



1086 O 



CH 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



CH z OCH 



*0 



OCH 2 CH 3 



-CH-N-C 

| H W 

CH 2 OCH 2 H^ 



-CH-N-0-^VOCH3 
| H /^OCH 3 



(5) P W 
-CH-N-C-^J 

CH 3 

-f H -£°-0 



CH 3 



-CH 2 



CI 



H >= / 
H 2 N 

NO o 



-CH 2 ^||C-^> 
H 2 N 

"CH 2 -^C-hQ 
H 2 N 



1087 cm(~}-CH 2 - 12 0 R 



H 



9 



-CH 2 -r^c-^Jr 

H 



1088 a-\ /-ch 2 - 



12 0 R 



-CH 2 -^C-<^ 



1089 ct-O^CH 2 - 12 0 R 



H 
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Table 1.100 



C °N m o Pd ' SScK*- 



k m n chirality R> _ (CH2) jL (CH2 v- G _ R 6 



1090 O-i >-CH 2 - 



1091 Ct-^^-CH 2 - 



1092 a-\ >-CH 2 - 



1 093 ci-^^-CH 2 - 



1094 • ci— I }-CH 



1095 Ci-^^-CH 2 - 



1096 a-i >-CH 



1097 ci— ^^-ch 2 - 



1098 C\-i >-CH 2 



1 099 ci— ^y~CH 2 - 

1100 ci— ^^-ch 2 - 



2 0 R 



2 0 Ft 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



9 



f OCH 2 CH 3 



CI 



H >=/ 
H 2 N 



N0 2 



-CH 2 CH 2 -f|C-^ 
H 2 N 



- CH 2 CH 2 - N- C-^^> 
H 2 N 



-CH 2 CH 2 -f^-C- 



>ch 2 ch 2 ^^?-^qt f 

H 



-CH 2 CHr-N- 
H 




CH 2 CHi 



_CH 2 -N- C > -^-CH3 



.Br 



-CH^N-C ^ 



-CH 2 -N-C-^J-F 
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Table 1.101 



Compd. R \-( CH2 ) r k m n chirality " R 3 
No. R 



-(CH 2 )i(CH 2 )5-G-R 6 
R 



1108 



1109 



1110 



1111 



1101 ct-0- cl V 12 0 R 



1102 Ci 



:»-Q-CH z - 12 0 R 



1103 h 3 c-(>-ch 2 - 12 0 R 



1104 



H 3 c-^}-CHr 12 0 R 



1105 h 3 C-0- ch *- 12 0 R 



1106 H 3 C-0- CH *- 12 0 R 



1107 H 3 C-\)-CH 2 - 12 0 R 



:h 3 
-CH 2 - 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 
PH 3 

CH 3 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



1 2 0 R H 



- CH 2 - N- C-H^jH- C H 3 

-ch 2 -n-ch^Jk-no 2 

-CH,-IJ-C-(_)-F 
-CHj-N-C-^Jh-F 
-CH 2 - j^C-^J)- CH 3 
-CH 2 -N-C-^^-N0 2 

-CH 2 -^-C-^J-F 
-CHj-N-C-^J-F 
-CH 2 -^C-^^-CH 3 
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Table 1.102 



1 2 4 



C< No Pd R 2^ CH2, r k m n chirality R 3 



111 2 S^ CH ^ 12 0 R 

CH 3 



1113 Ch\ ycH r 2 2 1 



1114 o-4 >-ch 2 - 2 2 1 



1115 CH\ >-ch 2 - 2 2 1 



1116 CH, >-CH 2 - 2 2 1 



1117 ckh( >-ch 2 - 2 2 1 



1118 0-£K>**- 1 2 0 R 



1119 h 3 cs-Q-ch 2 - 12 0 R 



H 3 co 

1120 Q" CH 2- 

OCH3 

H 3 C 



12 0 R 



0 2 ^^-QKCH 2 - 1 2 0 



1121 



1 1 22 (K>C)2CH-( ^-CH r 1 2 0 

CH(CH 3 )2 



H3 




H 



H 



H 



H 



H 



H 



H 



H 



R* 



-CH 2 -M-C-H^-N0 2 



Br 



-CH 2 ^N-C~Q-CH 3 
-CH 2 -N-C-^J>-F 

-ch 2 -^chQ-f 

-CH^C-Q-CHa 
CH 2 -N-C-^^- N0 2 



9 _/ CF3 



-ch 2 -n-c- w 



.CF 3 



9 

-CH 2 -N-C- 



irkT 



9 

-CHj-N-O 



-CH 2 -N-C-^> 



,CF a 



,CF, 
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Table 1.103 



Compd. R V-(CH 2 )r- k m n chirality 'Ft 3 -(CH 2 
No. Pr ° 5 



<p i . (CH^G-R 6 
R 5 



1123 



1124 



cR CHr 



CH 2 - 



12 0 R 



12 0 R 



1125 Ct-i >-ch 2 - 2 2 1 



H 



H 



-CH 2 -N-C-f > 



P F 3 



H \=/ 
NO, 



-CH; 



"* CH "[^ C \ = 7" C| 



O^OCHj- 



1126 CK >~CH 2 - 2 2 1 



1127 ' CH-{ Vch^ 2 2 1 



1128 CH\>-CHr 2 2 1 



1129 Ch\>-CH 2 - 2 2 1 



1130 CH-4)-CH 2 - 2 2 1 



1131 Ch-< Vch 2 - 2 2 1 



1132 Ch-( Vch 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



9 W 2 

—CH-N-C— ^^)~Br 



!? 

I H . 



CH 2 OCH 2 ^^ 



-CH-N-O 
I H 



Br 



CHjOCHrQ 



h 3 co 



1133 h 3 cohQhch 2 - 



12 0 R 



,CF 3 



_ c „ 2 _^ c _ w 



WO 00/69432 



PCT/JPOO/03203 



1 2 6 



Table 1.104 



k m n chirality R 3 



1CH 2 )i(CH 2 )5-G-R6 
R 5 



1135 



1136 



1137 



1138 



1140 



1141 



H,C 




1134 H 3 CO-yj-CH 2 - 1 2 0 R 
H 3 CO 



Q"VCH 2 - 1 



H 3 CO 



2 0 R 



2 0 R 




CH 2 - 1 2 0 R 



Br 



CH 2 - .1 2 0 R 



1139 <Q-(CH2) 2 - 12 0 R 



0 2 N 

0- CH 2- 12 0 R 
0 2 N 




CH 2 - 



1 2 0 R 



1 1 42 ^~)~ CH2 ~ 1 



2 0 R 



1143 



h 3 co 

1144 0-CH 2 - 12 0 R 

H3CO 



H 



H 



H 



H 



H 



-CH 2 -N-C- 



-CH,-N-C-<Q> 



9 

-ch 2 -w-c- 



.CF 3 



9 



-CH 2 ~jvhO 



-CH 2 -N-C-(J> 



-CHj-N-C-^ 



PF 3 



-CH,-N-C-hQ 

-ch 2 -^c-hQ 



-CH 2 -N-C-^ 



.CF 3 
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Table 1.105 



H 



R 5 



C( T pd ' "i>"( CH 2)r k m n chirality R 3 -(CH 2 JJ-(CH 2 te-G-R 6 
No. R ^ " 

1145 h 3 COH^Vch 2 - 12 0 R 

N0 2 

1146 0~ W2 °~0^ CHr 120 R 



-CH 2 



-CH 2 -N-C-< > 



P F 3 



H 



1 1 47 HjC-C-N-^^-CH j- 



12 0 R 



-CH 2 -N-C-f > 



H W/ 



1148 



1149 



1150 



1151 



1152 



1153 



1154 



1155 




CH,- 



CH 3 
-CH 2 - 

CH 3 
CH 3 

CH 3 

^CH 2 - 
CH 3 

:h 3 

-CH 2 - 

CH 3 
PH 3 

CH 3 
PH 3 

CH 3 
CH 3 

CHa 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



9 

-CH 2 - N-C- 



PCH 2 CH 3 



9 



-CH 2 -N-C- w 



,CH 2 CH 3 



9 J? 

-CH 2 -N-C-CH 2 -^_J> 
H 

- cH2 "^-CD' cl 



CH 3 



9 /^ CH 3 
F 3 C 



WO 00/69432 



PCT/JP00/03203 



1 2 8 



Table 1.106 



c °NT d ' R2>~ (CH2) r k m n chira,i, y 



-(CH 2 fe|-( 



-(CH 2 )p-l-(CH 2 )q-G-R 6 
R 5 



1156 X.^-CH 2 - 1 2 0 

CBj 
CH 3 

1157 SJ^ CH 2- 1 2 0 

CH 3 
.CH 3 

1158 K^ 0 " 2- 12 0 

CH 3 
PH 3 



1159 



1160 



1161 



CH 3 
CH 3 



R H 



1 2 0 R 



-ch 2 - 1 2.0 

CH 3 

H 3 CCmT^)-CH 2 - 



1 2 0 R 



CH 3 

1162 H 3 CO-{^-CH 2 - 1 2 0 



H 



P p^C(CH 3 ) 3 . 
-CH 2 -N-C-^J 



P S^SCH, 



2 

-CH 2 -N-C 



H 2 N CI 

-CH 2 -j^C-H^>-*OCH3 
H 2 N OCH 3 



.CH 3 



H >=( 
H 2 N Br 



9 



nk5 ' 



-CH 2 -N-C-Hf^ 



PF 3 



H 3 C 




1163 ^co-TVcHr 1 2 0 R 



P 



-CH 2 -N|-C- 



.CF, 



1164 H 3 C^-CH r ■> 



2 0 R 



H 



1165 / (>H ^- CH2 " 



12 0 R 



H 



-CH 2 -N-C-<(J 



1166 H3CO !^. CHj . 1 2 0 R 



H 



P 

-CH 2 -N-C~ 



.CF, 
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Table 1.107 



Compd. R \_(CH 2 ) r k m n chirality 
No. 



"(CH 2 )J-( 



"(CH 2 )p-l-(CH 2 )q-G-R 6 
R 5 



1170 



1167 C\-\ >-CH 2 - 2 2 1 



1168 r>CH 2 - 12 0 R 



1169 ^\y cHr 12 0 R 



n 



12 0 R 



1171 O-C >-CH 2 - 12 0 R 



1172 CH-£>-CH 2 - 12 0 R 



1173 Ci-< >-CH 2 - 1 2 0 R 



1174 Ci-i )-CH 2 - 12 0 R 



1175 h 3 c-Q>-CH 2 - 12 0 R 



1176 H 3 C-i )-CH 2 - 12 0 R 



1177 h 3 c-0-ch 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



K3 



-CH 2 -N-0 



,CF 3 



.CF 3 



PH 3 



-CHf-N-C-^-Br 

- ch2 -k-^-<PD' oh 



H 



-CH 2 -N-G 




CH 3 



-CH 2 -N-C-^^~Br 

- ch *-^-<PO' oh 

H 
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Table 1.108 



C N m 0 Pd - H>< CH *- 



k m n chirality R 3 



1181 



1182 



1183 



1184 



1185 



1186 



1178 H 3 c-\ }-CH 2 - 12 0 R 



1179 h 2 c-\J-ch 2 - 12 0 R 



1180 H 3 c-6 >-CH 2 - 12 0 R 



CH 3 
CH 3 

CH 3 
CH 3 

~CH 2 - 
CH 3 
?H 3 

-CH 2 - 
CH 3 

:h 3 

-CH 2 - 
CH 3 

;h 3 

-CH 2 - 
CH 3 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



1187 a-\ )-CH r 2 2 1 



1188 Ch\ >-ch 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



'(C^^fCH^G-R 6 



-CH 2 -N-D 




H )=/ 
H 2 N 



9 

-CH 2 -N-C- 




N0 2 



H >=/ 



-CH 2 



9 W CH 

-CH 2 -N-C-Q^ 



pH 3 
Br 



H 

H 

-CH 2 -N-C-f > 



OCH 3 



H >=/ 
H 2 N 



N0 2 




-CH^C- ^ 
H 2 N 

-CH 2 -N-C-/ 
H 



pH 3 



-CH 2 - NJ-C-^^- Br 



WO 00/69432 



PCT/JPOO/03203 



1 3 1 



Table 1.109 



Co N m o Pd - R> (CH2) r k 



m n chirality R 3 



-(CH 2 ) 5 -j-(CH 2 )q-G-R6 
R 5 



1191 



1192 



1193 



1194 



1195 



1196 



1197 



1198 



1199 



1 1 89 Ch\ )-CH 2 - 2 2 1 



H 



1190 Ci--4>-CH r 2 2 1 



CH 3 
-CH 2 - 

CH 3 
CH 3 
-CH 2 - 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 
CH 3 

CH 3 
pH 3 

-CH 2 - 
CH 3 
CH 3 

CH 3 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



H 



-CH 2 -N-C- 

H W 




H 2 N 



-CH 2 -N-C-f > 



H \=( 
F 



~CH 2 



Pf 3 
F 



,CF 3 



-CH 2 -N-CH0 
F 3 C 



N0 2 



-CH 2 -N-C- 



.CF 3 



-CH 2 -N-C-0 



-CH 
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Table 1.1 1 0 



C °No Pd R ^ (CH2) r k m n chirality R 3 



1200 ?vf-CH r 

CH 3 
CH 3 

1201 6^CH 2 - 

CH 3 
CH 3 

1202 6^ CH 2- 

CH 3 



1203 h 3 C-\ /-ch 2 - 



.1204 . H 3 C-^^-CH 2 - 
1205 H 3 C-H^^-CH 2 - 



1206 H 3 c-\ )-ch 2 - 



1 207 h 3 c-hQ-ch 2 



1208 H 3C-\ >-CH 2 - 



1 209 H 3 C-^~^CH 2 - 



1210 >~CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



iC^^CH^G-R 6 
R 5 




CI 



CI 



-CH 2 -W-C-H^~F 



? 



~CH 2 -W-C-f 




H \= 



9 pCF3 



-CH 2 -N-C^ 



-CH 2 -N-C-^ 
F3C 



P p 3 



-CH 2 -N-C- 



Br 



-CH 2 -N-C-fJ 

F ■ 



-CH 2 -N-D 



CI 



-CH 2 -r*c-f \ 



ci 
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Table 1.112 



C nT' R ^ CH 2 } i k m n chirality H 3 -(CH^CCH^G-RS 

R 5 



1227 n 3 c-\ /-ch 2 - 12 0 R 



1222 CK^>ch 2 - 1 2 0 R H _ C H 2 -N-?-/jf CH 

H 



1223 ckhQ-ch 2 - 1 2 0 R h p W 5 ^} 

-CH 2 -N- C -£j 



1224 CM^>-ch 2 - 1 2 0 R H -CHf-J}i0 

HO 



,N0 2 



1225 H,C-{_J^CH 2 - 1 2 0 R H _ CHz _ KL ? 



CI 

, > CH 

1226 h 3 c-hQ^ch 2 - 1 2 0 R h - c *r' 3 



H 




n 2 

H )=/ 
F 



9 ^-< CH3 

-CH 2 -*C-Q~CI 




1228 h 3 C^>ch 2 - 1 2-0 R H "CH.-n-?-^ 

H 2 N 

1229 h 3 c-(>ch 2 - 1 2 0 R h -c^-J-^-? 

H 2 N 

1230 H 3 C-Q-CH r 1 2 0 R H - C H 2 -M-^ir CH 

1231 H 3 C-(~)-CH 2 - 1 2 0 R H 



3 



H 

-CH 2 -N-C-^J 

NO 



1232 H 3 ChOch 2 - 1 2 0 R h -CH,-^^ 

HO 




2 



WO 00/69432 



PCT/JP00/03203 



1 3 5 



Table 1.113 



Compd. R \-(CH 2 )~ k m n chirality 
No. R 



R 3 



1233 



—□6 



1234 



1235 



1236 



1237 



1238 



1239 



1240 



CH a 



-CH 2 - 




CH 3 



CH 3 



12 0 R 



12 0 R 



1 2 0 R 



CH 3 

CH 3 

CH 3 
CH 3 
^"CH 2 - 

CH 3 
CH 3 

p^CH 2 - 12 0 R 

CH 3 
CH 3 

-CH 2 - 12 0 R 



12 0 R 



12 0 R 



CH 3 
CH 3 

|jVcH 2 - 12 0 R 

CH 3 



1241 ch^}-CH 2 - 2 2 1 



1242 Cl 



1243 C! 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



iCHaJ^MCH^G-R 
R 5 



-CHf-I^C-^ ) 



£F 3 



H V=/ 
CI 



~CH 2 



pH 3 



~CH 2 -W-C-^-Cl 



-CH 2 - 



H )=/ 
H 2 N 




-CH 2 - 



HjN 

9 ^ CH * 



H NT 
H 



-CH 2 -N-C-< > 



,N0 2 



H >=/ 
HO 



-CH 2 -N-C-f X ) 



h 

ci 



-CH 2 -t*C-f X ) 



pH 3 



H >=/ 
F 



9 W CH3 

-ch 2 -n-c-hQhci 
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Table 1.114 



C °No d ' R2^" (CH2) r k m n chirality R 3 - (C H 2 )J-, 



(CHaVijCCH^G-R 6 



1244 Ci-^>-CH 2 - 2 2 1 



1245 CH<\ >-ch 2 - 2 2 1 



1 246 CI-hQ-, 



CH 2 - 2 2 1 



1247 a-\ >-CH 2 - 2 2 1 



1248 Ch\ >-CH 2 - .2 2 1 



1249 ch<>-ch 2 - 12 0 R 



H 



H 



„10 



-CH 2 -N-0 

H 2 N 

-CH 2 -N-C-^^-F 
H 2 N 

9 ^CH 3 



H 



-CH 2 -^C-^ 
9 



-CH 2 -N-D 




HO 



-CH 2 -N-C-H^-CI 



1250 h 3 chQ>-ch 2 - 12 0 R 



1251 



PH 3 
CH 3 



12 0 R 



H 



9 

-CH 2 -N-C- 



n-c-Q-c. 



? 




-CH 2 -N-C-f y-ci 

H 



1252 a-\ y-CHj- 12 0 R 



~ ch ^^ c -0" ch(ch:i)2 



1253 H 3 c-( )-CH r 12 0 R 



1254 



PH 3 

£j-CH 2 - 12 0 R 



CH 3 



H 



9 



-CH 2 -N-C-h^JKCH(CH 3 ) 2 



9 



-CH 2 -N-C-^3-CH(CH 3 ) 2 
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Table 1.115 



Compd. R V-(CH 2 )- k m n chirality R 3 -(CH 2 Jf- 
No. R ' 



(C^JjrHCH^G-R 6 
R 5 



1255 c\-\J-CH 2 - 



1256 



1257 



1258 



1259 



1263 



H 3 c -^}- CH 2 

CH 3 
^H 2 - 
CH 3 



H 3 C-^Q- 



CH 2 - 



CH 3 
CH 3 



1 260 h 3 c-4>-ch 2 - 



1261 a-\ >-ch 2 - 



1262 h 3 c-4 />-ch 2 - 



:h 3 



-CH 2 - 



CH 3 



.1264 o-Q-cht 



1265 h 3 c-hT v >-ch 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



.2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-f N ) 



H )=/ 



Br 



-CH 2 ->N-C-0 
H 2 N 



-CH 2 



9 

-CH 2 -N-C- 



H 2 N 
H 2 N 



pCH 2 CH 3 



-CH 2 -N-C-^ 



H 3 C 
H 3 C 
H 3 C 




H3C 



P 



H 
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Table 1.116 




WO 00/69432 
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Table 1.117 



Compd. R >-(CH 2 ) r 
No. FT ' 



1277 £^-ch 2 - 

CH 3 
CH 3 

1278 |Q- CH 2- 

CH 3 
CH 3 

1279 ^- CH 2~ 

CH 3 
CH 3 

1280 otf~ CH2 ~ 

CH 3 
.CH 3 

1281 S^ CHz " 

CH 3 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



k m n chirality *R 3 



H 



H 



( CH 2)p~T7 



p . , (CH^G-R 6 
R 5 



9 ~^^OCF 3 



- CH2 -it c -CO 




H 3 CO 



HO 



N0 2 



-CH 2 -N- 



1282 . ci-£ }-CHr 2 2 1 



9 ^^-OCF 3 



H -CH 2 -^C-YpQT 



1283 ch-Qkch-,- 2 2 1 



1284 Ci-4 /-CH 2 - 2 2 1 



1285 Ct-\ >-CH r 2 2 1 



H 



-CH 2 - 



CI 



H )=/ 
H 3 CO 



-CH 



HO 



- CH *-ff c ^0 

HO 



CI 



1286 "^Nto^^o-^-cH,. 12 0 R 

H a C 



N0 2 

1287 Q,N^-CHr 1 2 0 R 
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Table 1.118 



C ° N ^ Pd " ^VCCH^ k m n chiratity -(CH 2 )^(CH 2 ^G-R 6 

R 5 



HQ 

1288 



1297 H 3 C-\ >-CH 2 - 12 0 R 



„,cq 



Br 



H 3 CCm(>CH 2 - 1 2 0 R H _ CH2 _J/ 



P F 3 
H ^ 

,OCH 3 



-CH 2 -N-?-0 
H 2 N 



CH 3 

1289 ^~CH 2 - 1 2 0 R H 

CH 3 
CH 3 

1290 ^"CH 2 - 1 2 0 R H _ch 2 -n-?-h^ 

CH3 H 2 N CH 3 

1291 h 3 chQ^ch 2 - 1 2 0 R h ^ CH2 ~^^CC^ CH3 

H 

1292 H 3 C-Q-CH 2 - 12 0 R. H _ch 2 -^c-^0> 

H 2 N Br 

.CF 3 



1293 h 3 C-{~^ch 2 - 1 2 0 R h - CH2 ^^^0 

F 

1294 h 3 chQ-ch 2 - 1 2 o r H _ CH2 _^_££_ F ; 



1295 h 3 c^>ch 2 - 1 2 0 R H _ c „ z _J c _^J ClC " 3h 

1296 h 3 C-hQ-CH 2 - 1 2 0 R H _ CH2 _J?_^J SCH3 



9 /V^ 3 
H -° H ^°-\o 
F 3 C 



1298 H 3 co-{ }-CH 2 - 1 2 0 R h 
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Table 1.119 



Compd. R V(CH 2 )r 
No. Pr ' 



k m n chirality R 3 



-(CH 2 J-( 



:-Q6 



1CH 2 ) F t-(CH 2 ) r G-R 
R 5 



1300 



1301 



1307 



1308 



H,0 



1299 H 3 co-y^-CH ? - 

H 3 CO 




OCH 3 
H 3 CO-^_^-CH 2 - 

,OCH 3 
H 3 CO-Cy-CH 2 - 



H3CO 



H 3 C,CH 3 
1302 H 3 CO-Q-CH 2 - 



12 0 R 



12 0 R 



12 0 R 



1 2 0 R 



H 3 cq 

1-303 h 3 cohQkch 2 - 12 0 R 



Hi CO 

1304 Q-eH,0-Q-CHr 



12 0 R 



1305 M_ 12 0 R 

H 3 CO-^_^-CH 2 - 



H 3 CCH 2 q 

1306 .- — /=\ ~. 1 2 0 R 



H 3 CO 

H 3 CO-Q-CH2- 1 2 0 



HO 



H 3 cq 



1309 h,co-(\ /)-CH 2 - 1 2 0 



R 



CH r 12 0 R 



R 



H 



H 



H 



H 



H 



H 



9 

-CH 2 -N-G 



-CH 2 -N-CH(J 



-CH 2 -N-C- 



-CH 



-CH 2 -N-C-H^ 
-CH 2 -N-C-^> 

-CH 2 -N-C-{^5 
-CH 2 -^C-^ 



,CF 3 



pF 3 



P F 3 



PF 3 



P F 3 



P F 3 



.CF 3 



-CH 2 - 



-CH^N-C-^J 



,CF 3 



-CH-N-C- 
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Table 1.120 



H,CO 

1310 HO^CH 2 - 



1311 



1312 



1313 



1314- 



1315 



1316 



1317 



1318 



1319 



1320 



V-ch 2 - 




CH 2 - 



8r 



0 2 



H3C t>-. 



CH,- 



0 2 N 




a-£~pcH 2 - 




Ch-\ }-CH 2 - 




k m n chirality R 3 ~(CH z )^-(CH 2 )x-G-R 6 
R 5 



Bi — ( v />-CH,- 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



-CH 2 -N-C- 



.CF, 



-CH 2 -N-C-f 



-CH 



-CH 2 -N-C-<f 



ff 

-CH 2 -N-C 



CF 3 



PF 3 



i? 

~CH 2 -jv|*C- 



-CH 2 -N-C- 



£F 3 
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Table 1.121 



c °No pd ' r2^~ (CH2),, ~ k m n chirali,y R3 -( CH 2fcfr 



R 



1321 Ch-Q>-CH 2 - 



1322 Ch-4/-CH 2 - 



1 323 Ch-L/-CH 



1 324 Ci-^~)-CH 2 - 



1325 CH-4 /)-CH 2 - 



1326 C\-\ /-CH 2 - 



1 327 CH-^~^-CH 2 - 



1328 n 3 C-i >-ch 2 - 



1 329 H 3 c-^~^-CH a - 



1330 H 3 c-\ >-ch 2 - 



1331 H 3 C-\ )-CH r 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



-CH 2 -N-C-^J-CH 3 
_ C H 2 -M-?-0 



CI 



,CH 3 



HO 



-CH 2 -N-C-^-C- 



-CH 2 -N-C-H0 



HO 



-CHf-W-O- 



9 

-c- 

H 2 N 




CH 3 



-CH 2 -N-C-<*^-CI 
-CH 2 -N-C-^J-CH 3 

-CH 2 -r{-c^p 

HO 
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Table 1.122 



1 4 4 



m n chirality "R 3 



1332 h,c-<>-ch 2 - 1 2 0 R 



-(CH 2 )p|-(CH 2 )q-G-R 6 
R 5 



1333 h 3 c-Qkch 2 - 12 0 R 

1334 h 3 c-h(~)-ch 2 - 12 0 R 



? 



1335 



1336 



1337 



1338 



1339 



1340 



1341 




CH 3 
CH 3 

;h 3 

-CH 2 - 
CH 3 
CH 3 

-CH 2 - 
CH 3 
PH 3 
^-CH 2 - 
CH 3 

:h 3 

-CH 2 - 
CH 3 
PH 3 

CH 3 
PH 3 

CH 3 




12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



1342 Ci-\ >ch 2 - 2 2 1 



H 



H 




-CH 2 -M-C-^ 
HO 

0 / CH 3 

-CH 2 -N-C-fj> 

H 2 N 

-C^-N-C-^^Jh-CI 
-CH 2 -N-C-^J-CH 3 
-CH 2 -N-C-H^J-ci 



9 

-ch 2 — r^o 



HO 



.CH, 



-CH 2 -^C-/J 
H 2 N 



-CH^N-C-^J-CI 
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Table 1.123 
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Table 1.124 

No. R 2^ (CH 2)j 



1 4 6 



k m n chirality 



1 354 ci 



1 355 Ci 



H^-CH 2 - 



2 2 1 



CH 2 - 12 0 R 



1356 H 3 o-Q-CHr 12 0 R 

CH 3 



1357 



1358 c 



12 0 R 



/~CH 2 - .221 



1359 



1360 



PH 3 

CH 2 - 
CH 3 

^-CH 2 - 
CH 3 



12 0 R 



12 0 R 



1361 H 3 C-(~>-CH r 1 2 0 



R 



1362 



1363 



H 3 

CH 2 - 
CH 3 
; H 3 
CH 2 - 
CH 3 




12 0 R 



12 0 R 



1364 H 3 c-(}-CH r 1 2 0 



H 



H 



-( C H 2 )p|r(CH 2 )5-G-R 6 
R s 



o /' 



9 _/- 

-CH 2 -N-C-/^ 
H 2 N 



CN 



-c- 

H 2 N 




CN 



CN 



-CH 2 - N-C-^^ 
H 2 N 




-CH 2 -N;?- ^ 
H 2 N 



CN 



H 3 
CH 3 



>CH 3 
CH 3 

~CH 2 -f|C-^^OCH 3 



-CH 2 - 



? v4 



CH 3 
CH 3 



CH 3 
.CH, 



9 /-< 3 

-CH 2 -N- C -^} 
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Table 1.125 



R 1 

Compd. V-(CH 2 ) r k m n chirality 
No. R 



R 3 



-(CH 2 fe|-( 



"(CH 2 )p-t-(CH 2 )5-G-R e 
R 5 



1365 



1366 



CH 3 
CH 3 

CH 3 



12 0 R 



12 0 R 



H 



9 



_ C H 2 -N- C -£> 



H,C 



-CH 2 -N-C-(^>-CH 3 



1367 H 3 C-^>-CH 2 - 12 0 R 



-CH 2 -N-C-^)-CH 3 



1 368 Ci -^}- 



CH 2 - 12 0 R 



H 



-CH 2 -N-C-^J-CI 



1369 ci-( >-CH 2 - 1.2 0 R 



1370 ci-< )-ch 2 - 12 0 R 



1371 c\-l )-CH r 12 0 R 



1372 Ci-( )-CH 2 - 12 0 R 



H 



-CH 2 -N-C-^0 
F 3 CCH 2 0 

-CH 2 -M-C-fJ 

-CH 2 -N-C-\J 
-OH 2 -N-C-Q 



1373 h 3 C-Q»-ch 2 - 12 0 R 



1374 H 3 C-< >-CH 2 - 12 0 R 



-CH 2 -N-C- 
F 3 CCH 2 0 




1375 h 3 c-\)-ch 2 - 12 0 R 



-CH 2 -N-C-^ J 
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Table 1.126 



k m n chirality R 3 



-(C^^CH^G-R 6 
R 5 



1378 



1379 



1380 



1381 



1382 



1376 H 3 c-\ >-ch 2 - 12 0 R 



1377 H 3 c-\ >-CH 2 - 12 0 R 



PH 3 



ch 2 - 12 0 R 



CH 3 
PH 3 



ch 2 - 12 0 R 



CH 3 
CH 3 



CHa- 12.0 R 



CH 3 
CH 3 

CH 3 
PH 3 

CH 3 



12 0 R 



12 0 R 



H 



H 



H 



H 



9 

-CH 2 -W-0 



-CH 2 -N-C-& /) 



.CF, 



-CH 2 -N-C-\ >-Cl 



-CH 2 -N-?-0 
F 3 CCH 2 Q 



pC H 2 CF 3 



-CH 2 ->M-C- 



H 




1383 Ch-<Q-CH 2 - 2 2 1 



H 



-ch 2 -n-c-^Jkci 



1384 cm( )-ch 2 - 2 2 1 



H 



5? ^ Br 

-CH 2 -NJ-C-0 



1385 Ch-^>-CH 2 - 2 2 1 



H 



9 ,=* 



-CH 2 -N-C^J . 



1386 Cl-< v ^-CH 2 - 2 2 1 



H 



-CH*-N-C 
H 
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Table 1.127 



C NT d * R^ (CH2)r k m " ° hirality 



"(CH 2 )^(CH 2 ^G-R 6 
R 5 



1387 



1388 



1389 



1390 



CH, 





S^-CH 2 - 12 0 R 
CH 3 
CH 3 

-CH 2 - 12 0 R 
CH 3 
CH 3 

-CH 2 - 12 0 R 

CH 3 
H 3 C 7 CH 3 

0 R 

H 3 C CH3 



CH 3 
CH 3 

H 3 C^O-CH 2 - 1 2 



1391 h 3 c^>Ch 2 - 1 2 0 . R 



H 



H 



H 



-CH 2 -^ C(CH3>3 

H fvr N 



CH 3 



-CH : 



9 



cf 3 



-CH 2 - 



. CH2 -N-c^Q 




1392 h 3 c-TVch 2 - 1 2 0 R 



H 



-CH 2 - 



1393 h,cch 2 — ( >-ch 2 - 12 0 R 



H 



-CH 



1394 J^J-cH,- 1 2 0 R 



H 



1395 HjC^h-T Vch 2 - 12 0 R 



H 



-CH,- 



1396 W 12 0 R 

H 3 C-H^^-CH 2 - 



H 



_ CHj _n-c-^J 



1397 Br^>CH 2 - 1 2 0 R 



H 



-CH 2 -N-C-^J 



WO 00/69432 



PCT/JPOO/03203 



1 5 0 



Table 1.128 



°7o pd - r^< ch ^- 



k m n chirality R 3 



1398 



1399 



1400 



chH Q hcH " 



<fH 3 
CH— 



1401 H 3 C-( >-CH 2 - 



1402 H 3 C-4 >-CH 



1403 H 3 C-\ >-CH 2 - 



1 404 h 3 chQ^ch 2 - 



1405 H 3 c-\ >-CH 2 - 



1406 H 3 C-< >-CH 



1 407 H 3 c--<>-CH 2 -- 



1408 h 3 c-h( >-ch 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



ICH^CCH^G-R 6 
R 5 



2 0 R H ffW 0 ' 3 

-CH 2 -fsi-C^f ) 



H \=/ 



-CH 2 -N-C-f^ 



.CF a 



-CH2- 



H W/ 




-CH 2 -N-C-^-OCH 3 
H 2 N OCH 3 

-CH^CH^N 



-CH 2 -N-C-hQ 



H3CS 



PH 3 



-CH 2 -N-C-<J 



"CH^ChQ 
H3CCH 2 S 
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Table 1.129 



Compd. » V-(CH 2 ) r k m n chirality 
No. FT 



'R 3 "(CHsJ^I-^H^G-R 6 



1409 h 3 c-4>-ch 2 - 12 0 R 



CH 3 



1410 



CH 2 - 12 0 R 



CH 3 



1411 ch-4 >-CH 2 - 12 0 R 



0 R 



1412 h 3 c-hQ-ch 2 - 1 2 



CH 3 

.1413 JD- CH >r 12 0 R 

CH 3 



1414 Ch-i>-CH 2 - 2 2 1 



1415 ct-< >-CH 2 - 12 0 R 



1416 H 3 C-\ j)-CH 2 - 12 0 R 



1417 



PH 3 

CH 3 



12 0 R 



1418 CH-4 /Vch 2 - 2 2 1 



1419 CH-( >-CH 2 - 12 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 



~ch 2 -^ c -(j 

- C H 2 -^QH^ 



J+jOC-NH 
O 



H 



HjC-C-NH 
O 

-CH 2 -N-C-^J> 
H,C-C-NH 



-CH 2 -N-C- 

H30C-NH 

o 

? 

-c- 

H 2 N 



_ C H 2 -n-c-^ 




SCN 



H 2 N 



SCN 



H 2 N 



SCN 



-CH 2 -rvj-c- 



H 2 N 




H 2 N 



SCN 



,SH 
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Table 1.130 



C< No Pd r2^~ (CH2) ) k m n chirality 



1420 " 3 c-i)-cH r 12 0 r 



CH, 



1421 



^~ CH r 12 0 R 

CH 3 



1422 Ch-^y-CHr 2 2 1 



1423 cK^-ch 2 - 12 0 R 



1424 h,c-4>-ch 2 - 12 0 R 



PH 3 

*iQ~ CH *- 1 2 0 R 

CH 3 



1425 



1426 Ch\ >-ch 2 - 2 2 1 



1427 >-CH 2 - 2 2 1 



1428 C(-( V-ch 2 - 2 2 1 



1429 HjCchzO-^-chz- 2 2 1 



1430 



r yj " CH2 ~ 2 2 1 



H 



H 



H 



ICHa^CHgJg-Q-RB 
R 5 



H 2 N 



SH 



H 2 N 



-CH 2 -J^C-^_) 
H 2 N 



SH 



9, /= 



-CHj-N-O 



-CH 2 -N-C 



9. /= 



-CH 2 -N-C-|_) 



9 y-TV 
-CH 2 -N«G 



-CH 2 -N-C-^ 
H 3 ONH 



Br 



-CH 2 ~N-C 

(H 3 C)2N 



it CH 0 

-CH*-N-C-^J 



-CH 2 -^C-^J 
H 2 N 
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Table 1.131 



C °N m o Pd ' R2> (Ch2) r- k m n chiralit v R 3 iCH 2 ^ 



(CH 2 )p-H(CH 2 ^G-Re 
Fr 



1431 H3CCH 2 0-< >-ch 2 - 2 2 1 



1432 



r 2 2 1 



1433 HjCc^oh^^ch,- 2 2 1 



1434 h 3 cch 2 o-\ >-ch 2 - 2 2 1 



1435 h,cch 2 -4 y-CH 2 - 2 2 1 



1436 (KjC) 2 ch-( y-CHr- 2 2 1 



1437 ^c[CH 2 )^>^ycH 2 - 2 2 1 



1438 HjCCH 2 -\ Vch 2 - 2 2 1 



1439 (K»c) 2 chh( V-CHr 2 2 1 



1440 «,c(ch 2 ) 2 o-^-ch 2 - 2 2 1 



1441 H 3 CS~^~^--CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-O^J 



H,N 



9 /=h 

-CH 2 -N-0 

hUN 




Br 



OCH^CHj 



H 2 N 



CI 



H 2 N 



CI 



H 2 N 



C( 



-CH 2 -^C-^J 
H 2 N 



Br 



9 

H 2 N 




Br 



H 2 N 



Br 



-CH 2 -M-CH0 
H 2 N 



Br 
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Table 1.132 



k m n chirality r 3 



1442 h,cch 2 -\ >-ch 2 - 2 2 1 



1443 (HiCteCH-^y-cHr 2 2 1 



1444 HjC<ch 2 j 2 cmQ-ch 2 - 2 2 1 



1445 ^ccH 2 -\y C H 2 - 2 2 1 



1446 (W) 2 CH-\ycH2- 2 2 1 



1447 h,c(ch 2 ) 2 o-Q-ch 2 - 2 2 1 



1448 H3CS^Q^-ch 2 - 2 2 1 



1449 H3CCH 2 -HT~VcH r 2 2 1 



1450 (H>c} 2 c»-^VcH r 2 2 1 



1451 (HaCC^),^-/^^- 2 2 1 



h 3 ccmQkch 2 



H 



H 



H 



H 



H 



H 



H 



H 



H 



■(CHaj^-f-fCH^G-R 6 
R 



? p 

-CHy-N-C 



■fr-0 



-CHr*N-c 



H2CH» 



O y8 r 



8^-0 

CHr 



CHr \_/~°( CH 2)2 C H l 



CH 2"\ /~SCH> 



-CH 2 -^C-f ^ 



PF 3 



H W/ 



9 

-CH 2 -N-G 



«k3 

-CH.-Jj-C^Q 



9 

-CH 2 -N-C 
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Table 1.133 



°°ho 6 ' r^ (CH2) »~ k m n chiralit y r 3 



1453 H.ctcHjjjO-^-cH,- 2 2 1 



-(CH 2 )i(CH 2 )q-G-R 6 
R s 



1454 . HjCCHjO-hQkch,- 2 2 1 



1455 



1456 



H 3 cq 

< °-0- ch 



2 2 1 



2 2 1 



1457 <ch 3 ) 2 n-\ ->-ch 2 - 2 2 1 



H 3 CO 

1458 ho-Q-ch 2 - 2 2 1 



'1459 (h 3 c) 2 n-(^-ch 2 - 2 2 1 



H3CO 

1460 hchQkch,- 2 2 1 



H 3 CO 

1461 Ho-O-cHr 2 2 1 



H 3 cq 

1462 HCy ^y- CHr 2 2 1 



1463 CK >-ch 2 - 2 1 1 



H 



H 



H 



H 



H 



9 W CF3 

~CH 2 -N-C-Q 



.— CH 2 -N-0 



H 2 N 




CI 



H 2 N 



-CH 2 -hhC- 




-CH 2 -N-C- 

H 2 N 




Br 



Br 



-CH 2 -N-G 
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Table 1.134 



C °N m o Pd - p-^r k 



m n chirality R 3 ^CH^CH^G-R' 



5 ' 2 >* 



1464 ci 



CH 2 - 2 1 1 



H 



-CH 2 -M-C- 



PCF, 



1465 a-i )~CH r 2 1 1 



1466 ci--Q-ch 2 - 2 1 



H 



? /=< CF3 



-CH 2 -N-C-^ 
F,C 

-CH 2 -N-C-^J 



1467 CI-4 j-CH 2 - 2 1 1 



CI 



1 468 ci 



CHa-. 2 1 1 



-CH 2 -fc-C-HQ 



1469 C'-XD^ 



CH 2 - 2 1 1 



1470 Ct ~<(~~)^-CH 2 - 2 



1 1 



H 



H 



-CH 2 -^C-Q 



-CH 2 -N-C 



F 
CI 



1471 chhQ-ch 2 - 2 1 1 



1472 



PH 3 



(\-CH 2 - 1 2 0 R 



H 



-CH 2 -N- C -^ #-F 




-CH 2 -N-C- 



1473 



1474 



1 2 0 R 



1 2 0 R 



H 



H 



? w CF3 

-CH 2 -N-C-^ 



CH 3 



9 

-CH 2 -jvJ-C- 
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Table 1.135 



C °N m o Pd ' R2> (CH2) i" k m n, chirality 



f? 4 

-(C^Jp-f-CC^fe-G-R 6 



1475 V 



1480 



1482 




CH r 



1476 



1477 



1478 B. 




I >-CH," 



CH : 

-Q-< 



CH 3 

1479 H 3 C-\ >-CH 2 - 
CH 3 



,CH 3 

H 3 C ^0~ CH2_ 



,CH 3 

1481 H 3 C-£_^-CH 2 - 

H 3 C 




8 \VCH 2 - 



1483 3 TVcHj- 
H 3 C^O 



1484 jyxy^ 



1 485 H 3 c-( >-CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



.CF 3 



_ CH2 _M. C _^ 

-ch^chQ 

-CH 2 -N-C-^} 



-CH 2 -N-C— * 



-CH 2 - 



-CH. 



WO 00/69432 



PCT/JP00/03203 



1 5 8 



Table 1.136 



C ° N 7 d ' R^ (CH *>i " m n chirality " r» -(CH^fCH^Q-R 6 



1486 HaO-4 )-CH 2 - 12 0 R 



1487 H 3 C-\ >-CH r 12 0 R 



H 



H 



9 / QCHj 



-CH 2 -M-C-^J 
H 2 N 

H 2 N CI 



1488 HaC-W-CHa- 12 0 R 



H 



-CH 2 -N-C-<] 



1489 H 3 o-C >-ch 2 - 12 0 R 



H 



-CH 2 -N-C-<> 



1490 >-CH 2 - 12.0 R 



H 



5? 



-CH 2 -N-C-h^J- 



1491 H 3 c-\ /-CHf 12 0 R 



H 



NH, 



-CH 2 — N-O 
H 



tit? 
-<] 



1492 H3C-4 V-ch 2 - 1 2 0 R 



1493 



1494 



1495 



1496 



^3 

i-CH 2 - 
CH 3 

CH 3 
PH 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 



1 2 0 R 



1 2 0 R 



1 2 0 R 



1 2 0 R 



H 



-CH 2 -N-C- 



H 3 C 

9 J* 3 

H 3 C 



WO 00/69432 



PCT/JPOO/03203 




WO 00/69432 



PCT/JP00/03203 



1 6 0 



Table 1.138 



C °nT- £>< 0H *>r k 



m n chirality R 3 



1508 a-\ }-ch 2 - 2 1 1 



1509 ch-Q>-ch 2 - 2 1 1 



H 



-(CH 2 )^|-(CH 2 )5-G-R6 
R 5 

-CH 2 -NrC-^J-F 
H 2 N 



1510 Ct-i }-ch 2 - 2 1 1 



1511 a-\ Jf-CHr 2 1 1 



H 



H 




-CH 2 -N-C-^J 
H 2 N 

9 



-CH, 



1512 a-\ )-ch z - 2 1 1 



1513. ch-^-ch 2 - 2 1 1 



1514 (h 3 cch 2 ) 2 n^Q>-ch 2 - 2 2 1 



1515 



HQ 



h 3 cohQ^ch 2 - 22 1 



H 



H 2 N 



-CH^-N- 



9 




H 2 N 




CI 



CI 



1516 (H 3 CCH 2 ) 2 W-^-CH 2 - 2 2 1 



HQ. 



1517 h 3 cc^Q-ch 2 - 2 2 1 



1518 



HQ 



h 3 cohQ-ch 2 - 2 2 1 



H 



-CH 2 -^?H0 
H 2 N 



Br 



-CH 2 -N-0 




Br 



H 2 N 



CH^^-OCH, 



WO 00/69432 



PCT/JP00/03203 



1 6 1 



Table 1.139 



C N m o Pd ' R^ 0 " 2 ^ k m n chirafity " R 3 



~(CH 2 )J-( 



"(CHs^CCHaJq-G-R 6 
R 5 



1519 H 3 CC^>CH 2 - 2 2 1 



H 



_/ OH 

CHr O -ochb 



1528 



1529 



1520 Br-<\ h-CH 



1521 H 3 C<>-4>-CH 2 - 



1522 #^ CK 2~ 



H 3 C<^__ 
H 3 CC 



1 " -CHH^-CH 2 - 



H 3 CO 

1524 HOhQ-CH 2 - 



1525 Br-\ >-CH 2 - 



1526 h 3 cohQ-ch 2 



1527 p-\ //~ CH 2- 



H 3 CO 
H 3 CO~Q~CH 2 - 



H 3 CO 

H(>H w hCHr 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



H 



8r 



-CH 2 -N-C 



9 /= 



9 y-i 



Br 



.Br 



9 



-CH 2 -N~C 



_ C H 2 -^C-^ 



Br 



Br 



PCF 3 



9 /=< 



9/=T 3 

-CH 2 -N-C-^_) 



-CH 2 -N-C-(J 



.OCF 3 



-CH 2 -N-D 



PCF, 



WO 00/69432 ^ , 

PCT/JPOO/03203 



1 6 2 



Table 1.14 0 



1530 Br-i )-CH,- 



1531 H 3 CO-^^-CH 2 - 



1532 



1533 



1534 



CH 2 - 



h 3 cct_ 

H 3 COH^^-CH 2 - 



H 3 CO 

hohQk 



CH 2 - 



1 535 Br-<v />-CH 2 - 



1536 H 3 CO-^^CH 2 - 



1 537 p^O^ CH 2- 
o 



1538 



1539 



H 3 cq 
h 3 COhQ- 



CH 2 - 



H H_>- 



CH;,- 



1540 Br—i >-CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



k m n chirality R 3 -(CH^tC^fc-G-R 6 




-CH 2 -M-C-^ 



-CH ? -N- C -Q 



F 



-ch 2 -n-c- 



?/=< CF3 



F 
CF, 



.CF, 



f -J 

-CH 2 -W-C-< /)-F 



-ch 2 -n-c-h(Jkf 



9 /= 



-CH 2 -N-C-A />-F 



-CH 2 -N-C-^__>-F 



WO 00/69432 
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1 6 3 



Table 1.141 



m n chirality r 3 



-(CHjJf-i 



Fr 



1541 h 3 CO-^~^-ch 2 - 1 2 0 



1542 



1543 



1544 



1545 



H 3 CC( 
H 3 CO-^-C— 

H 3 CO 

H °~0~ cHr 



12 0 R 



1 2 0 R 



1 2 O R 



1 2 0 R 




1 547 h 3 d 



ch 2 - 12 0 R 



1 2 0 R 



1548 H 3 c-^^-CH 2 - 12 0 R 

1549 h 3 c-h^-ch 2 - 12 0 R 



1550 H 3 C-< X />-CH 2 - 1 2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-^-F 



-CH 2 -N-C-^-F 



-CH 2 -N-C-^>-F 



-CH 2 -N-C^_^-F 
F 

MS 



9 

-CH 2 -N-C 



F 

.CF 3 



9 

-CH 2 -N-C- 



9 ^ 



-CH 2 -N-C-f > 



H 3 cV : CH 3 

p CH=C(CH 3 ) 2 

-CH 2 -N-0-<f 
H >C 



H 3 C 



•CH 3 



ci 



1551 >CH 2 - 1 2 0 R 



H 



9 /=< 



N{CH2CH 2 OH) 2 



WO 00/69432 



PCT/JP00/03203 



1 6 4 



Table 1.142 



C °N m o Pd - R> (CH ^r. k 



m n chirality R 3 



-(CH 2 krV( 



"(CHa^^H^G-R 6 
R 5 



1552 h 3 c-hJ>-ch 2 - 12 0 R 



H 



1553 h 3 c-\/-ch 2 - 12 0 R 



H 



1554 H 3 C-Q>-CH 2 - 12 0 R 



H 



-CH 2 -^C v-x 



1555 , h 3 c-\ >-CH 2 - 12 0 R 



1556 H 3 C-^~^-CH 2 - 12 0 R 



1557 h 3 c-\>-ch 2 - 12 0 R 



H 



H 



H 



H 3 C 

9 ,sy CH3 



H 3 C 



1558 H 3 C-\ >-CH 2 - 12 0 R 



1559 h 3 c-^^»ch 2 - 



12 0 R 



1560 h 3 c-£ >-ch 2 - 12 0 R 



H 



H 3 C M*CH 3 
~CH 2 -N-C-f J 

h jsr N 

H 3 C 

-CH 2 -N-C-Q^n 



1561 H 3 c-\ >-ch 2 - 12 0 R 



1562 h 3 ch£>-ch 2 - 12 0 R 



H 



-CH 2 -N-0 
H 



g QH 3 



CH 3 
CH 3 



- C H 2 -^CH^ 

0 2 N OCH3 



WO 00/69432 



PCT/JP00/03203 



16 5 



Table 1.143 



C N m o Pd ' R^ (CH2) r k 



m n chirality R 3 



"(CH 2 )p|-(CH 2 )5-G-R 6 
R 5 



1563 H 3 C^~)>-CH 2 - 12 0 R 

1564 H 3 C-^~^-CH 2 - 12 0 R 



1565 



1566 



1567 



1568 



1569 



CH 3 
^H 2 - 

CH 3 
CH 3 

-CH 2 - 

CH 3 
CH 3 

CH, 
PH 3 

CH 3 
PH 3 

CH 3 



1 570 H 3 C 



12 0 R 



12 0 R 



12 0 R 



1 2 0 R 



12 0 R 



CH 2 - 2 2 1 



1571 H 3 CS-^)^-CH 2 - 2 2 1 



1572 Qj^Q-cxr 2 2 1 



H 



H 



H 



H 



H 



-CH,- 



N 



-CHfN-O-^J-CI 
H 3 CO 



-CH 2 - 



0 2 N OCH 3 



-wj-(|-c-^) 



0° 



-CH 2 -M-C-H0 



CI 



H,N 



-CHj-N-C 



CHj-^^-SCH) 
P F 3 



-CH 2 -N-C-f > 



H \=/ 



1573 H,co-O !f 4-Q- C > <r 2 2 1 



9 W CFa 

H _ CH * /"\ 



H \=/ 



WO 00/69432 
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Table 1.144 



c 7t £>< CH ^ 



k m n chirality R 3 



-(CH 2 )^(CH 2 )q-G-R6 
R 5 



1574 h.o-O^I-O 



1575 c^^-n-S-^-ch,- 2 2 1 



-CHj-N-C-/""^ 



.CF, 



H W 



1576 



q^n-c-^J-cHi- 2 2 1 



.CF, 



1577 H0(CH^ r N-C^Q-CH 2 - 2 2 1 



H 



,CF 3 



H W/ 



1578 



H 



9 



US 



PF 3 



CH 3 

1579 d-ff^G-CH,- 2 2 1 



H 



"CH 2 -N-C- 



P F 3 



1580 



O-^y^r 2 2 1 



H 



-CH 



.CF, 



1581 Ch\ >-CH 2 - 2 2 1 



H 



-ch^c-0 



Br 



1582 Ct-< >-CH 2 - 2 2 1 



1583 c»-4 >-CH r 12 0 R 



1584 Ct-\ >-CHr 12 0 R 



H 



-CHj-ffC-0 

O 0,^ CH l 
O o 

H 2 N 

"CH^N-C-p 
H 2 N 



WO 00/69432 



PCT/JP00/03203 



16 7 



Table 1.145 



Compd. ^S-(CH 2 )p k m n chirality ' R 3 -(CH 2 Jf-i 
No. R - K 



(CH 2 )pH-(CH 2 )5-G-R 6 
R 5 



1585 C>-Qhch 2 - 



1595 



1586 ch\ />-CH 2 - 



1587 CH-4 jKCH 



1 588 ohQhch 2 - 



1589 h 3 c-\ i-CH 2 - 



1 590 H 3 c-Q»-CH 2 - 



1591 H 3 C-\ >-CH 2 - 



1592 H 3 C-<\ >"CH r 



1 593 H 3 C- 



1594 



; -0" CH2 ~ 



PH 3 



CH 2 - 



CH 3 
CH 3 



CH 3 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H W 



-CH 2 -N-C-^5 



P 



-CH 2 -N-C-^ 

. C H 2 -^L0 
H 2 N 

9 r-F 



p-O 



-CH 2 ~M-C- 



H 2 N 



P 



.Br 



~CH 2 -N-C- , 
H v=n 



-CH 2 - 



.CF, 



-CH 2 -N-C- ^ 
H 2 N 



-CH 2 -NhC-< > 



PCF 3 



H >=/ 



WO 00/69432 
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1 6 8 



Table 1.146 



°7o pd ' £>*h*- 



k m n chirality R 3 



1596 



1597 



1598 



1599 



CH 3 
CH 3 

CH 3 
PH 3 

CH 3 
CH 3 

-CH 2 - 
CH 3 



1 2 0 R 



12 0 R 



12 0 R 



12 0 R 



1600 CH\ }-CH r 2.2 1 



1601 CH-Q-CH r 2 2 1 

1602 ch- ^-CH 2 - 2 2 1 



H 



H 



"(CHs^CH^G-R 6 
R 



-CH 2T ?-0 



-CH 



9 



~CH 2 



-CH 



-jj-o-O 



9 ^ CF3 

H 2 N 

-CH^C-Q 



-CH 2 -N-C-^ 
H \= N 



1603 Ch-^-CH 2 - 2 2 1 



— CH 2 -N-C- 




CI 



1604 o-4 j^CH 2 - 2 2 1 



1605 chhQk-ch 2 - 2 2 1 



— CH 



5? ^"O 

c- 



1606 Ch\)-CH 2 - 12 0 R 



-CH 



SCF, 



WO 00/69432 



PCT/JPOO/03203 



1 6 9 



Table 1.147 



Compd. ">_( C H 2 ) r k m n chirality R 3 
No. Pr 



1607 HjC-Q-CHj- 12 0 R 



CH, 



ch 2 - 12 0 R 



CH 3 



1608 



1609 c\-\ J-ch 2 - 2 2 1 



1610 (^JtQ-™ r 



2 2 1 



1611 c^-iflOcH,- 2 2 .1 



1612 H,CO(CHJ I -»C-(3- CH '- 2 2 1 



1613 ^.tO^- 2 2 1 



1614 F 3 CS-4)^CH 2 - 12 0 R 



f 3 CSm(~^-CH 2 - 2 2 1 



1615 



1616 F 3 CS-4 >-CH 2 - 2 2 1 



1617 F 3 CJK >-CH 2 - 2 2 1 



H 



H 



H 



-(CH 2 )p|-(CH 2 )q-G-R 6 
R 5 



1? /— c 



,SCF 3 



,SCF 3 



SCF 3 



-CH 2 -N-C- 



-CH 2 - 



9 



-CH 2 -bhO 



9 



-CH 2 -N-C-^. 



-CH 2 -N-C-^ 



.CF 3 



P F 3 



P F 3 



-CH 2 -N-C- 

H V=/ 



P F 3 



-CH 2 -N-C-£5 



-CH 2 -N-G 

H 2 N 



-CHo-N-C-f X > 



H >=/ 
H 2 N 



WO 00/69432 



PCT/JP00/03203 



1 7 0 



Table 1.148 



C °No. d ' R^-* CH aJT k m n chirality ' R 3 



"(CH 2 ) F f-(CH 2 )^G-R 6 
R* 



1618 



1619 



1620 



1621 



1622 



1626 



1627 



H 3 C 




H 3 CO-\ ^~CH 2 - 



H 3 CO-^-CH 2 - 



HO 



H 3 CO-<Q)-CH 2 -- 



HQ 



H 3 C 



0-Q-CH 2 - 



1623 HO-< >-CH 



1 624 ho-Q>-ch 2 - 



1625 HCK J-CHf 



CH 2 - 



CH,- 



1 628 HjCS-^^-CHf 



2 0 R 



2 0 R 



2 0 R .h 



2 0 R 



2 0 . R 



2 0 R 



2.0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



9 

-CH 2 -N-C- 



Br 



PCF 3 
H ~ W 

.CF 3 



F 

JCF, 



.CF 3 




h* W 



-C^-N-C-/ - ^ 



Br 



. CH2 -N-c- w 



^ CF3 
-CH^M-C-^J 

F 



-CH 2 -N-C-^J)-F 



-CH 2 -N-ChQh-F 
F 



-CH 2 -N-CH0 
F 



WO 00/69432 
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1 7 1 



Table 1.149 



pi 

c °No Pd ' R 2^ (Ch2)r k m n chirali, y 



R 3 ~(CH 2 ) r |-(CH 2 )q-G-R 6 



1632 



1633 



1637 



1638 



1639 



1629 H3CS-6 >-ch 2 - 12 0 R 



1630 f Vch 2 - 12 0 R 

-o 



1631 ^nch 2 -4/-ch 2 - 12 0 R 



CFs-^VcHr 
N 



H 3 C 



NO 



C5 U 

:-Q-CH 2 - 



12 0 R 



12 0 R. 



1634 (hbC) 2 c^ )-chj- 1 2 0 R 



1635 H 3 c-( >-CHr 12 0 R 



1636 . H 3 c-(^)-CH r 12 0 R 



PH 3 

CH 3 

CH 3 
CH 3 

CH 3 



12 0 R 



12 0 R 



12 0 R 



H 



H 



H 



H 



H 



H 



-CHs-N-C-^y-F 



- CH *-Jt CH w> 
9 



P F 3 



-CH 2 -N-C- 



-CH 



-CH 2 -N-C 



9 



,CF 3 



-CH 2 -^C-^)-C(CH 3 ) 3 
H 3 C.CH 3 

~CH 2 ~N-C-^^-(CH 2 ) 4 CH3 



if 

H -CH 2 -J*C-^^CXCH 2 ) 3 CH, 



-CH 2 -^C-f^-^-C-OCH 2 CH3 
H 2 N 



WO 00/69432 



PCT/JP00/03203 



1 7 2 



Table 1.150 



C ° N ™ pd - pa>-(CH 2 ) r k m n chirality 



R 3 



-«'CH 2 )p|-(CH 2 )5-G-R 6 
R 5 



CH 3 
CH 3 

CH 3 
CH 3 
^H 2 - 



1640 



1641 



1642 



1643 



1 644 ?v^- CH 2- 

CH 3 

1 645 £-^-CH 2 - 



CH 3 
pH 3 
CH 2 - 




CH 3 
CH 3 



1646 



CH 2 - 



1 2 0 R 



12 0 R 



12 0 R 



1 2 0 R 



1 2 0. R 



1 2 0 R 



1 2 0 R 



1647 h 3 c(ch 2 ) 3 -^^-ch 2 - 2 2 1 



1648 h^ch^-^^chj- 12 0 R 



1649 H3C(ch 2 ) 2 -^-ch 2 - 2 2 1 



H 



H 



H 



H 



H 



- C H ? -N-C-^~^(CH 2 )3CH3 

-CH 2 - M*C-^^>- OC F 2 C HC IF 
"CH 2 -hj-C"f N 



-CH 2 -M-C- 



-CH 2 — N-C- 



9 

-CH 2 -N-0 



PF 3 



~ CH2 "[t c " W 



1650 HjC<chj) 2 -£)-ch,- 12 0 R h 



WO 00/69432 
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1 7 3 



Table 1,151 



Compd. R V(CH 2 ) r 
No. Pr 1 



k m n chirality R 3 



-(CH 2 ) ? | r (CH 2 )5-G-R 6 
R 



1651 h 3 c(ch 2 ) 3 -hQhch 2 - 2 2 1 



1652 H^cH^-^^av 2 2 1 



1653 h 3 c ( ch 2 ) 2 -{]^-ch 3 - 2 2 1 



1654 h,c(ch 2 ) 2 -(]}-ch 2 - 2 2 1 



1655 . h^ch^-^^ch,- 2 2 1 



1656 H 3 c(CH 2 ) r -( >-ch 2 - 2 2 1 



1657 h 3 c{<>h 2 ) 2 --^)^ch 2 -- 2 2 1 



1658 h 3 c(ch 2 ) 2 -^])^ch 2 - 2 2 1 



1659 cy^~y~CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



-CHj-N-C 



9 /- 



.Br 



CH KD~ (CH2>2CHl 

- C H 2 -hhC-^ 
H 2 N 
o P 

CHr ^^~ (aH2bCHj 
CI 




H 2 N 

-CH 2 -N-C-^ 
H 2 N 

H 2 N CI 



1660 Br-£ )-CH 2 - 12 0 R 



1661 Br-< >-CH 2 - 12 0 R 



H 



? 



-CH 2 -N-C 




H 2 N 



-CH 2 -N-C-f > 



PCF 3 



H )=/ 
H 2 N 



WO 00/69432 
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1 7 4 



Table 1.152 



C N m o Pd ' £>< CH *- 



k m n chirality r^ 



R 



1662 8r-^- C H 2 - 12 0 R 

1663 Brn(^CH sr 12 0 R 

1664 h 3 cshQ-ch 2 - 2 2 1 

1665 h 3 csm^^ch 2 - 2 2 1 



1666 H3CS~^^ch 2 - 2 2 1 



1667 ^cch 2 -C)--ch 2 - 2 2 1 



H 



H 



H 



H 



-CH 2 -N-C 




H 2 N 

9 



-CH 2 -N-C^p 
H 2 N 

-CH 2 -M-C^p 
• H 2 N 



H 2 N 



r> PCF 3 




9 

-c- 

H 2 N 



-CH 2 -N-C-f VF 



-CH,- 



1668 h,cch 2 -(^-ch 2 - 2 2 1 



H 



9 



H 2 N 




1669 HbccH 2 -T>-CH r 2 2 1 



1670 ^cch 2 -hT>-ch 2 - 2 2 1 



1671 h,cch 2 -h( >-ch 2 - 2 2 1 



1672 ^cch 2 -hT>-ch 2 - 2 2 1 



H 



H 



9 



-CH 2 -*CHp 
H 2 N 



9 

-CHjr-N-C- 



O PCF 3 
H 2 N 



-CH 2 -J>H^ 
H 2 N 



.CF, 



WO 00/69432 
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Table 1.153 



Compd. R V(CH 2 )p k m n chirality 
No. Fr 



-(CH 8 )tt7( 



"(CH 2 )p-f-(CH 2 )^G-R 6 
R s 



1673 H,ccHj-^^-cH r 2 2 1 



H 



-CH 2 -r^c-H^J-ci 



1674 f-^}-ch 2 - 2 2 1 



H 



-CH 2 -N-0-f I 

h cr^ Br 



1675 hQ-ch 2 - 2 2 1 



1676 



ch 2 - 2 2 1 



1677 ^^y^z- 2 2 1 

1678 F-^^-CH 2 - 2 2 1 



1679 



1680 



1681 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



H 



H 



H 



H 



H 



i? 




H 2 N 
H 2 N 



H 2 N 



Br 



- cH ^?r c - ^ 

H 2 N 

CI 



n*0 



H 2 N . 

-CH^N-C-^) 
H 2 N 

H 2 N 



1682 F-^-CH 2 - 2 2 1 



H 



Br 



-CH 2 -t^C-f VCI 



1683 O-K-^O-^- 2 2 1 



H 



-CH 2 -N-C-f I 

H 0^ Bf 



WO 00/69432 
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Table 1.154 



° nT' R^^r * m n chirality ■ * 



-(CH 2 )pf-i 



(CH 2 )p-h-(CH 2 fe-G-R 6 



1684 Q-j.LQ-ch,- 2 2 1 



1685 Q-^LQ-ch,- 2 2 1 



1686 0-n.JhQ-ch,- 2 2 1 



H 



-CH 2 -N-C-Hf W 



H )=/ 
H 2 N 



-CH 2 -N-C- 




P 

c- 

H 2 N 



-CH 2 -N-C-/~^ 



Br 



H )=/ 
H 2 N 



1687 Qkn-LQ-ch,- 2 2 1 



1688 



M-g-Q-CH,- 2 2 1 



1689 O-n-IQ-ch,- 2 2 1 



1690 O-N-gnQ-ctv 2 2 1 



H 2 N 
H 2 N 

-CH^j|C-p 
H 2 N 

H 2 N 



1691 0-JUQ-ch,- 2 2 1 



-CHa-N-C-^J^-CI 



CH 3 

1692 h 3 C-TVch 2 - 1 2 0 R 



Br 



,CH 3 

1693 H3 c-Q-ch 2 - 1 2 0 



,CH 3 

1694 H 3 C-<>CH 2 - 1 2 0 



H 



H 



-CH 2 - 



rf*-c-f Vf 

9 



H >=/ 
H 2 N 



-CH 2 -N-C- 



H 2 N 
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Table 1.155 



Compd. R '>-(CH 2 ) r k m n chirality R 3 -(CHafrf-i 



No. B 



(CH 2 )p+-(CH 2 )q-G-R 6 
R 



1695 



1696 



1698 



1699 



1700 



1703 



1705 



CH 3 

H 3 C-^J>-CH 2 - 
•CH 3 

H 3 CH 0~ CHr 



CH 3 

1697 H 3 C^T>-CH 2 - 



,CH 3 

H 3 C-^~J~CH 2 - 



CH 3 

H 3 c-(j-e 



,CH 3 
GH 2 - • 



,CH 3 



1701 H|C=CH-< >-CH 2 - 



1702 h 3 ccmQ>-ch 2 - 



^-P-CH 2 - 



1704 HO-Q^CH 2 - 



.Cl 



CH 2 - 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



-CH 2 -N-C-f > 



-CH 2 -N-C- 

H 2 N 



H >=/ 
H,N 



-CHj-N-C-f X > 



CI 



H >=/ 
H 2 N 



-CH 2 -N-C-^ 
H 2 N 



-CH 2 -N-C-<p> 
H 2 N 

- CH rf c -0" cl 



P F 3 



-CH 2 -N-C- ^ 
H 2 N " 



-CH 2 -{|C-0 
H 2 N 



PF3 



-CH 2 -M-C 

H 2 N 



CF 3 



H 2 N 
H 2 N 
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Table 1.156 



Compd. R S_(CH 2 ) r k m n chirality ' R 3 
No. Fr 



1CH 2 )pTV(CH 2 )p-G-R 6 
R 5 



1711 



1706 P-\y CH2 " 12 0 R 



1707 HiCS-4>-CH r 12 0 R 



1708 h,cch 2 — {/-CHj- 12 0 R 



1709 (HjC)jCH-^^-CHr 12 0 R 



1710 Br-(^-CH 2 - 12 0 R 
H 3 C 



CH 3 



12 0 R 



-CH 2 -N-C-^J 
H 2 N 

-CH^N-C-^J 
H 2 N 

-CH.-NhC^J 
H 2 N 



CF, 



. CH2 _^C_0 
H 2 N 



<»*-»c-{_) 



-CH 



H3CCH20 

1712 HO-O^CHr 12 0 R 



H 



9 



-CHf-N-O- w 



.CF, 



1713 



1715 



1716 



HO-^^-CHr 



12 0 R 



Hi 




1714 H 3 UU~\ //-on 2 



CH 2 - 12 0 R 



Q- ci 



12 0 R 



2 12 0 R 



. C H 2 _jg- C -^ 
-CH 2 -M-C-^ 



9 



-CH*-N-G 



P p 3 



H W/ 
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17 9 



Table 1.157 



Compel R V(CH 2 )- k m n chirality 
No. Pr 



R 3 



"(CH 2 )i(CH 2 )q-G-R 6 
R 5 



N=^ OCH3 
1 71 7 H 3 C0-O-CH 2 - 



1718 



1719 



1720 



1722 



1723 



1724 



1725 



CH,- 



CH 3 



CH 2 " 



H3CO-C 

CH 3 



1721 H3CCH 2 -\ >-CH r 



j5> 



CH 2 - 



CH 3 

H3CK )~CH 2 - 
£H 3 



H 3 C-^-CH r 
H 3 C 

1726 H3CCH 2 -H^-CH 2 - 



1727 J^}" CHr 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 • R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



H 



H 



9 X 



CF 3 



H \=/ 



-CH 2 -N-C-/^ 



,CF 3 



-CH 2 -N-C- 



-CH 




-CH 2 -N-C-f > 



F 

PF 3 



H \=< 
F 

_ C H 2 _N- C -Q 
F 

_ CH2 -N-c-^ 

. F 

-CH 2 -N-C-Q 
F 



-CH 2 -N-C-^J^F 
-CHj-N-C-^J-F 
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Table 1.158 




WO 00/69432 



PCT/JPOO/03203 



1 8 1 

Table 1.159 



^N^' R2^ (CH2)r k m 0 Ch ' rality R3 ~( CH 2)p|^(CH 2 )q-G-R 6 



1743 



1739 <H,c> 2 cn-( )-cHr 12 0 R 



1740 



1744 u ^/-\_„ u _ 12 0 R h 



1748 i^ccHj-^ >-ch 2 - 1 2 0 R H 



1749 u< ,/=\_^u_ 1 2 0 R 



-CHo-N-C-f VF 



H W( 
F 



CP" CH2_ 1 2 0 R H '^^(S 



1741 H3C*-<Qh-CH 2 - 1 2 0 R h -ch 2 -Jc-J Br 

1742 b,cch 2 -Q-ch 2 - 1 2 0 R h -ch 2 -n-c- 



^> CH ^ 1 2 0 R . H ~CH 2 -Jc-^ ' 

,CH 3 n Br 



H 3<>\ i-CH 2 - ^ ~CH 2 - 



,CH 3 Br 

1745 H 3 C-Hp^-CH 2 - 1 2 0 R H _ CH2 _^_^ 

H 3 C H 

1746 W^ch-TVch?- 1 2 0 R H _ rH -M-r-/~i 



1747 



~ CH2 "£T C " w 



9 B! 



^^-ch 2 ~ 1 2 0 R H ~ CH *"^ C "^5 



H 2 N 

Br 



H 2 N 



-CHj-N-C-f J 



H 3 C-\J>-CH 2 - ' H >=/ 
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Table 1.160 



Compd. R SwPH \- 
No. R^ 1 ^ k m n chirality r3 



1750 ( ^>ch 2 - 12 0 R 



1751 h 3 c 



CH 2" 1 2 0 . R 



R 4 
R 5 



-CH 2 ~N-C-f 5 



PCF, 



H W/ 



-OVN-0- w 



OCF, 



1752 H,ccHf-^>-cfv- 12 0 R 



1753 



1754 



1755 



2 " 1 2 0 R 



,CH 3 



H 3 C -\_> CH ^ 1 2 0 R 



,CH 3 

ch 2 - 12 0 R 



H 3 C 



PCF, 



P 

-CHj-N-O 



P / OCF 3 
-CH 2 -N- C -<Q 



— CH 2 -N-C 



,0CF 3 



1756 (KjChCH-^^-cH?- 12 0 R 



1757 



Br Br 

B ^0~ CH 2 - 12 0 R 
Br Br 

1758 H 3 c< n_^CH 2 - 1 2 0 R 

BrBr 

1759 H 3 ChQ^CH 2 - 1 2 0 R 



1760 h 3 c-<Jkch 2 - 1 2 0 R 



H 



H 



,OCF 3 



-CH 2 -N- C ^ 



9 



-CHj-N-C-^J* 

o 

-CHj-N-C-^-OCH, 
Q 

CF^CHOF 
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Table 1.161 



C ° N m 0 Pd ' R2> (CH 2)r * m n chirality R 3 -(C^^CH^G-R 6 

R 

1761 H 3 c-r>-CH 2 - 12 0 R H .9 ^"ftQ" 01 



1769 



1770 



CH 



3 



1762 cCf~ CHr 1 2 0 R H 

CH 3 



CH,-N-C- 

H W ci 



pCH 2 CH 3 



1763 (>CH r 2 2 0 H -ch 2 -n-L(5 

/=V O PCH2CH3 

1764 (>CHr 2 2 0 - H . CH2CHr ^ 



1765 <Q^ch 2 - 2 2 0- H - C ^+-rvhc-H^^ 

CH 2 CH(CH3) 2 



OCH 2 CH 3 



1766 0^ CH 2* 2 2 0 H -ch-n-c-^ 



OCH2CH3 



H V=/ 
CH2CH(CH3)2 



1767 O-Q-CHr 13 1 - H .^J^ 

1768 chhQ^ch,- 13 1 H -c^N-E-ff 

H \=/ 



OCH2CH3 



, OCH2CH3 



££W 1 2 0 R h -ch^c^-och : , 

^ CI- CHCF2O 

rt^CH 2 - 12 0 R H 9 /41"hM 

°-< -CHz-N-C-f > CI 



P H 3 9 
avA ~ -CH ? -N-C 

1771 A >-ch 2 - 12 0 R H h 



(H 3 C) 3 C-CH-hK^ 

CH 3 H 3 C H O 
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Table 1.162 



1 8 4 



C 7o Pd e^>< CH *V- 



1772 



CH, 



CH, 



k m n chirality 
1 2 0 R 



CH 3 
CH, 



1773 



1774 



1775 



CH r 1 2 0 R 



CH 3 
CH, 



12 0 R 



CH, 



HC^p- 
h 3 co 



CH 2 - 



12 0 R 



1776 H 3CO-^)-CH2- 1 2 Q 

HO' 



1777 



CH?- 



2 2 1 



CI 



1778 HaC-Q-CHj- 2 2 1 



1779 C^}~ CH:r 2 2 1 



1780 8rY)-CH 2 - 2 2 



•Q3 



1781 



CHr 2 2 1 



1 782 . HjC=CH-(j>-cH 2 - 2 2 



H 



(CHa^CH^G-R 6 



9 

H,C H 



v 



H 3 C- 
H 3 C 



? 
C- 



-CHj-J^O 



-CH 2 -N-C-^p 



-CH 2 -N-C-/~i 



,CF, 



h >=/ 

H 2 N 



-ch^c- ^ 

H 2 N 



PF 3 



H 2 N 



CF 3 



H 2 N 

-ch 2 -J-0 

H 2 N 



.CF, 



.CF, 



9 



CF. 



-CH 2 -N-C- ^ 
H 2 N 
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Table 1.163 



Compd. R V(CH 2 ) r 
No. Pr 2 ' 



R 



k m n chirality R 3 -(CH 2 )^-|— (CH 2 )r-G-R 6 



R s 



1783 nc-4 /V-CHj- 2 2 1 



1784 G^" 2- 2 2 1 



1785 cHjICHjJs-Qkchj- 2 2 1 



1786 



/-CH 2 - 2 2 1 



1 787 CH.tcHjjj-^-CHj- -12 0 R 



1788 



CH 3 

H 3 C "0" C 



CHj- 



2 2 1 



1 789 h 3 o 



1790 



CH r 2 2 1 



CH 2 - 1 2 0 S 



1791 o-hQ^cHj- 1 2 0 S 



ch 3 

1792 h 3 c-^ch 2 - 2 2 1 



1793 



CHjr- 



2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 2 N 



H 2 N 

-CH.-jj.C-Q 
H 2 N • 



H 2 N 



P=3 



-CHr-N-C-^ 
H,N 



_ CHa _JL0 

H,N 



_ CHj -n-c-0 
H 2 N 



CF 3 



H >==/ 
H 2 N 



-CH 2 -N-CHf > 



OCF, 



h y=y 

H 2 N 



-CH 2 -M-C-^^F 
H 2 N 




9 

c- 

H 2 N 
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Table 1.16 4 



1 8 6 



m n chirality -(CH^CH^G-R* 



1794 H 3 C-^ \-ch 2 - 2 2 1 



1795 



2 2 1 



1796 B^-{ )-ch 2 - 2 2 1 



1 797 W 



/-CHr- 2 2 1 



1798 HjCOhQhchj- 2 2 



1799 HjOch-^-ch,- 2 2 1 



1800 nchQ-ch 2 - 2 2 1 

1801 Qkch^ 2 2 1 



1802 .Ho-Q-CHr- 1 2 Q R 



H 3 CCH z O 



1803 HC ^}"CH 2 - 1 



H 3 C 



2 0 R 



1804 



HaC(CH2) 2 -^-CH 2 - 2 2 



H 



H 



H 



H 



H 



H 



H 2 N 



9 




-CH 2 -N-C-^J- F 
H 2 N 

H 2 N 
5? 




-CH 2 -^ C -^J^ F 
H 2 N 



9 




-CH 2 -N-C-Hf >-F 
H 2 N 



9 



~CH 2 -^C-^J^-F 
H 2 N 




-CH 2 -^C-f\-f 



H 




H 2 N 




-CH 2 -^C-f Vf 
H 2 N 



? /-< CF3 

7 " CH2 "{t c ' H C/ 

H 2 N 

9 w CF3 

-CH^N-C--/^ 
H 2 N 



9 

-C- 



-ch 2 -^c-^jhf 
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Table 1.166 



1 8 8 



Co N m r >< CH *>r 



k m n chirality r' - (C h 2) _|_ | 



1816 (ch^ch-^J*-^ 12 0 R 



1817 (ch 3)3 c-^}-ch 2 - 1 2 0 R 



1818 BrH^- C H 2 - 12 0 R 



1819 h. 



CH2- 1 2 0 R 



h 3 co 

1820 HCmQ-ch 2 - 1 2 0 R 



1821 



HO 



H 3 CO^)-CH 2 - 1 2 0 R 



1822 hohQ-ch 2 - 1 2 



0 R 



1823 



1824 



0-^~}-ch 2 



1 2 0 R 



1 2 0 R 



1825 H 3 CS-^}-ch 2 - 1 2 0 R 



1826 h 3 cch 2 -/~)-ch 2 - 1 2 0 



H 



H 



H 



H 



R 5 



-CH, 



Q _/ SCF 3 



-CH 2 -N-C-^J* 
-CH 2 -N-C-«^J*> 



OCHF, 



OCHF-, 



OCHF 2 



9 



,OCHF 2 



p pCHF 2 



9 v< OCHF2 

9 w OCHF2 

-ch 2 -n-c-hQ 

O PCHF 2 



-CH 
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Table 1.16 7 



1 8 9 



Compd. R V(CH 2 ) r 
No. Pr 21 



k m n chirality R 3 -(CHgJ-fCHsfc-G-R 6 



1827 



1828 



1829 



1837 



CH, 



H 3 C-(\ />-CH 2 - 



CH 3 

H 3 C 



1830 (CH^CH-^-CHj- 



1831 Br-\ >-CH 2 - 



1832 H 3 CO-<Q>-CH2- 



H 3 CO 

1833 



1834 




H 3 CO-<\ />-CH 



1835 ho^^kch 2 - 

1836 P^~)~ CH 2- 

o 



2 0 . R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



2 0 R 



H 



H 



H 



H 



H 



H 



-CH 2 -N-C-/~^ 



pCHF 2 



H 



-CH 



OCHF 2 



H \=/ 



-CH 2 - 



pCHF 2 



H n=/ 



2 0 R H -9 

-CH,-N-C— f N ) 



OCHF, 



H \=/ 



9 0~-C(CH 3 ) 3 
-CHa-N-C^Qf 



9 CX^ C < CH 3>3 
-CH 2 -N-C-^J 



9 o~^C(CH 3 ) 3 



-CH 2 -N-C-\J 



9 Q^-C(CH 3 ) 3 



-CH^N-C-^J 



9 0-^C(CH 3 ) 3 
-CH 2 -N-C-^J 



-CH 2 -N-C- 



9 0^-C(CH 3 ) 3 
C -\J 

9 <X^C(CH 3 ) 3 



-CH 2 -N-C-HQf 
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Table 1.16 8 



1 9 0 



No. R 2^ CH 2)i k 



) k m n chirality r 3 



1838 H3CS-\ i-CHf 12 0 R 



1839 H3CCh 2 -(~Vch 2 - 12 0 R 



1840 



1841 



CH 2 - 



=/ H3 

H3C ~0~ CH 2- 



12 0 R 



12 0 R 



.CH, 




1842 H 3 c-y_^-CH 2 - 12 0 R 
H 3 C 



1843 (chjjch-^-ch,- 12 0 R 



1844 <ch 3 )3ChQ-ch 2 - 1 2 0 



1845 HjccHrO-CHr 12 0 R 



CH 3 

1846 h 3 c-^)-ch 2 - 12 0 R 
H,C- 



1847 (CH 3b c-<)-cH 2 - 12 0 R 



1848 



H3C0 



hc-{^ch 2 - 1 2 0 



H 



H 



H 



H 



H 



~(CH 2 )p^-(CH 2 )j:-G-R 6 
R 



9 O^C(CH 3 ) 3 



-CH 2 -N- C -^jf 



9 O^C(CH 3 ) 3 



9 ,<X^C(CH 3 ) 3 
-CH 2 -M-C- 



9 ,O^C(CH 3 ) 3 

? .(X^C(CH 3 ) 3 
-CH 2 -N-C-^J 

-CH 2 -N-C-^jf 



2 CX^C(CH 3 ) 3 



-CHj-N-C 



CH2r^^~CH 2 CH 3 



_cH *-{f°-c5 



pCHF 2 



-CH 



— CH 2 -|\K 
H 
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Table 1.170 

■"NT' >' CH ^ 



1 9 2 



k m n chirality ft> 



1860 



1861 



H 3 C« 

HO-^Q-ch 2 - 1 2 0 R 



HQ 



H 3 0 



C^Q-CH 2 - 1 2 0 R 



1862 hi 



ch 2 - 12 0 R 



1863 o^y)-CH 2 - ■, 



2 0 R 



1864 h 3 cs-^~)-ch 2 - 12 0 R 



1865 



12 0 R 



.CH, 



1866 H 3 c-^_jy-CH 2 - 12 0 R 

h 3 c 

1867 (CHjfecH-^-cH,- 12 0 R 



1868 (CH 3)3 c-r}-cH 2 - 12 0 R 



1869 B"-i>-CH 2 - 12 0 R 



1870 H- 



CH r 1 2 0 R 



H 



H 



H 



-CCH 2 )^(CH 2 ^G-R6 



R 5 



-CH 2 -IVC-Hf \ 



H )=/ 
H 2 N 



-CH 2 -^?-0 
H.N 



.Br 



-CH^C-0 
H 2 N 



-CH 2 -N-C-0 
H 2 N 



Br 



H 2 N 



Br 



H 2 N 



Br 



— CH 2 -N-C- 



? 

H 2 N 




9 




,Br 



.Br 



-CH 2 - S -?H0 
H 2 N 
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1 9 3 



Table 1.171 



C °N m o Pd - Ra> (CH *>r k 



m n chirality 



h 3 cq 

1871 ho-Q-ch 2 - 1 2 0 R 



1872 H 3 cc^-CH r .12 0 R 



1873 hoH^-ch 2 - 12 0 R 



1874 ?-yj~CH 2 - 12 0 R 



1875 



2 ~ 12 0 R 



1876 H 3 cs-<^-CHr 12 0 R 



1877 h 3 cch 2 -<>-ch 2 - 12 0 R 



1878 £-^3~ CHr 1 2 0 R 



,CH 3 

1879 H 3 C-/^CH 2 - 12 0 R. 

H 3 C 



1880 (ch 3 ) 2 ck-4 >c»v 12 0 R 



1881 (ch 3 )3C-^jKch 2 -- 12 0 R 



R 3 -(CH 2 )i(CH 2 ) r G-R 6 
R 5 



H 



H 



H 



H 



H 



H 2 N 

-CH 2 ~N-L0 
H 2 N 



H 2 N 

-CH 2 -N-?-0 
H 2 N 

H 2 N 

H 2 N 

Lri' 



H )==/ 
H 2 N 



-CH 2 -M-C-0 
H 2 N 

H 2 N 

-cHrN-o-0 

H 2 N 
H 2 N 
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Table 1.172 1 9 4 



C °nT' r^ 0 ^ k m n chirality R3 -(CH 2 )J^(CH 2 )=-G-R6 
■ — . . _R^_ q 

1882 Br-Q-CHr 1 2 0 R H -CH,-J C -J % 



HQ 



1888 



-CH^C- 




N0 2 



1883 H 3 Co{>CH 2 - 1 2 0 R H -m,-Jc~f^ 



H 2 N 

NO 2 

CH 2 - 

M 

H 2 N 



1884 HC^-CH^ 1 2 0 R h -CH 2 -N-t0 



1885 H,CO-Q-CH r 1 2 0 R h -CH 2 -M-£-0 

H 2 N 

1886 hc^Qhch,- 1 2 o R h -CHrjji^ 

H 2 N 



2 



1887 ^>CH 2 - 12 0 R H -ch 2 - hN -?-0 N ° 2 

H 2 N 

M0 2 



CP" 0 " 2 " 12 0 R H "CHa-N-?-^ 

H 2 N 



1889 h 3 cs-hQ-ch 2 - 1 2 0 R h -ch 2 S 



N0 2 
H 2 N 

— — q N0 2 

1890 H3Cch 2 -^>ch 2 - 12 0 R H _ C h 2 -^-h0 

H 2 N 

.89, jp-CHr 12 0 R „ -ch,-^" 0 " 

H 2 N 

/ CH 3 Q • NO, 

1892 h 3 0<>ch 2 - 1 2 0 R h -CHa-|^C-H0 ' 

H 2 N 
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1 9 5 

Table 1.173 



R 1 n 

C °N m o Pd " r2^" (CH2) ~ k m n ChiraNty R3 -(CHa^CH^G-R 5 

R 

1893 • - / A - " " " " * 



h 3 C--^~)-CH 2 - 12 0 R h - CH 2-^ C_ C5 



H )=/ 

H 3 C H ,N 



1894 (Ch 3 ) 2 ch-\ >-chj- 1 2 0 R H -ch 2 - 

H \=J 



1895- <ch 3 )3C-^_^-ch 2 - 12 0 R h 
HO 



1896 



H 3 co 

1900 U ^>=V ™_ 1 2 0 R H 



1902 



H 2 N 

? 

c- 

H 2 N 



NO p 



H 2 N 

H 3 CO^>CH 2 - 1 2 0 R H -CH 2 -[i-0 O 



3 



r OCF 3 



1897 h 3 cs-^^ch 2 - 1 2 0 R h ~ CH 2~N"C~^3 

H 2 N 

1898 H3CCH 2 ~^^»CH 2 - 12 0 R h -ch 2 -^c-^J> 

H 2 N 

1899 (ch 3)2 c h-^-ch^ 1 2 0 R H ~ CH 2~^C-^3 

H 2 N 

pCF 3 



H 2 N 



-CH 2 -N-C-^~~^ 

PCF 3 



1901 h 3 c(ch 2 ) 2 -^)-ch 2 - 1.20 R h ~ CH 2~[^ C ~^3 



^}" CH 2- 12 0 R h -ch 2 -n-c-0 

H 2 N 

1903 (ch^h-^^chut 2 2 1 h -ch 2 -i*c-/3 



9 

-c- 

H 2 N 
H 2 N 



OCF3 



h y=s 

H 2 N 



WO 00/69432 
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Table 1.174 1 9 6 



C N m o Pd ' r> (CH *). k m n chirality R 3 -^^^^ 



1904 h^c^^-^-chj- 2 2 1 



a 



1906 



ch. 



R s 



9 , 0CF 3 

-ch 5 -n-c-0 



1905 ch-TW 1 2 0 R h 9 



H 2 N 

OCFn 



H 

H 2 N 



-CH 2 -N-C-^^ 



H 2 N 

1907 HO-Q-av- 1 2 0 R h _ * 



H 

1908' h 3 co^-ch, 1 2 0 R h ~CH 2 -J-^0 

H 

1909 h^ch^ch,- 12 0 R h -ch 2 -n-?-0 



H 2 N 

OCF, 



PCF, 



1910 -Br-OcH.- 2 2 1- H -ch,-4 

H 2 N 



H 2 N 

.0CF 7 



H 2 N 

1911 K^ch,- 2 2 1 - h -ch 2 -^-0° CF3 

H 2 N 

1912 hchO-ch 2 - 2 2 1 - h - c „„ ^L0° 



-CH ? 

H 

H 2 N 

1913 H 3^Q-CH 2 - 2 2 1 - H -CH r Jc-0 " 



H 2 N 



,9U "'K>»- 2 2,. H -CH,.^ 0 "' 

H 2 N 



WO 00/69432 



PCT/JP00/03203 



Table 1.175 



1 9 7 



c °N m 0 pd ' r^ 01 ^" k m n chirali, y R 3 



-(C^J^-J-fCH^G-R 6 



1915 



1919 



1920 



1922 



2 0 R 



H 3 CC.H20 

1916 h ^K-ch 2 - 1 2 0 R 



H3CCH2Q 

1917 hcmQ-ch 2 - ^ 2 1 



1918 h o^>ch 2 - 2 2 1 



a — ^ /~ CH z~ 



NH, 



W^CH 2 - 



NH 2 



2 2 1 



2 2 1 



1921 c»-^-ch 2 - 1 2 0 R 



NH 2 

0-hQ-CH 2 - 



2 2 1 



H 



H 



H 



H 



H 



-CH 2 -N-C-f > 



H )==/ 
H 2 N 



-CH 2 -jV-C-^J 
H 2 N 



PCF 3 



H 2 N 



OCF, 



PCF 3 



H 2 N 



CF 3 



H 2 N • 



— CHs-N-C-f V-F 

H Y=/ 



-CH 2 -^C^0 
H 2 N 



pCF 3 



_ C H 2 ^ c _H0 
H 2 N 



PCF 3 



1923 Bi-Q-CH 2 - 2 2 



H 



SCF, 



1924 h 3 cohQ-ch 2 - 2 2 1 



H 



? M scp3 

-ch 2 -^chQ 



1925 



CH,- 2 2 1 



H 



-ch 2 -Jhc5 



.SCFi 



WO 00/69432 
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19 8 

Table 1.1 76 



C °N^ Pd ' R 2>" (CH 2>i k m n chirality R* ~(CH 2 )J-(CH 2 )3-G-R 6 
R 5 



1932 



1933 H.o-Ti-01-. 2 2 1 - H ff SCf< 



CH 3 



CH 3 



1936 h 3 ch( >-CH r 2 2 1 



H 



-CH 2 -N-C- ^ 



1927 ho^ch 2 - 2 2 1- H 9 W S 

-CH 2 -N-C-f > 



H \=/ 

SCFo 



1928 o^>ch 2 - 2 2 1 H 9 X 

1929 rP^CH 2 - 2 2 1.- H ff/-( SCF: 



1930 h 3 csh(~)-ch 2 - 2 2 1- h 9 



-CH 2 -N-C- 



SCF, 



1931 h 3 cch 2 -^J-ch j - 2 2 1- h 9 W SC ' 

-CH 2 -N-£>-Q 



2 H W 



1934 h 3 C^J-ch 2 - 2 2 1 h 9 f~£ 

H3C -ch 2 -n-c-hQ 

1935 o 2 ^HQHCH 2 - 2 2 1 H P_W 

W -CH 2 -N-C-f ^ 



H W 



9 / -< SCF3 



WO 00/69432 



PCT/JP00/03203 



19 9 

Table 1.1 77 



Compd. 
No. 


^>(CH 2 ) r 


k 


m 


n chirality 


R 3 


-(CH 2 )i(CH 2 ^-G-R 6 
R 


1937 


(CH 3 ) J CH-(~)-CH 2 - 


2 


2 


1 


H 


-»r;«-c-<_> 


1938 


Br-C)-CH 2 - 


2 


2 


1 


H 


-CH 2 -N-C-^J-CH 3 


1939 


H 3 COH^-CH r 


2 


2 


1 


H 


■ -CH 2 -N-C— ^J^-CH 3 


1940 


KD- cH2_ 


2 


2 


1 


H 


-CH 2 -N-C-^ L CH 3 


1941 




2 


2 


1 . 


H 




1942 


HO-Q>-CH 2 - 


2 


2 


1 


H 


-CH 2 -W-C-H^J-CH 3 


1943 


0 


2 


2 


1 


H 




1944 




2 


2 


1 


H 


IrC 


1945 


H 3 CS-(3-CH 2 - 


2 


2 


1 


H 


-CH 2 -f^C-^J^-CH 3 


.1946 


H;,CCH 2 — <^^-CH 2 - 


2 


2 


1 


H 




1947 




2 


2 


1 


H 


-CH 2 -N-C-^^-CH 3 



WO 00/69432 
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Table 1.178 2 0 0 



C °No P(3 ' R2^ (CH2) i k m n chirality R 3 ~(CH 2 )J- 



rr7(CH 2 )^-G-R 6 



1958 




P* 3 



|-^-ch 2 - 2 2 1 



H 



-CH 2 -N-C-^- C H 3 



1949 h 3 c-^Jkch 2 - 2 2 1- h ffW Br 

CHj-N-C-H^^J-CHa 
-CH 2 -N-C-^-CH 3 

1952 8rHQH-CH r 2 2 1- H ff ^ 



1950 o 2 i*-(~)-ch 2 - 2 2 1 H ff Br 



1951 h 3 c-{~)-ch 2 - 2 2 1 h 9 8 "' 



1953 ^co-^Jh-ov 2 2 1 H ff W 

-CH 2 -(^C-^J^F 



1954 f-<Q-ch 2 - 2 2 1 - H 9y-£ 

1955 r-A^. 2 2 1 - h ... ..? r? 



1956 h^ch 2 - 2 2 1 - H 



1957 P^>-ch 2 - 2 2 1- H ffW^ 

S> -CH.-N-C-^J-F 



~ CH 2"{t C ~W~ F 



WO 00/69432 



PCT/JP00/03203 



2 0 1 

Table 1.179 



R 1 fit 
C °N m o Pd * R 2>" (CH2) r k m n chirality R3 -(CH 2 ) r ( 7 (CH 2 ) r G--R 6 



1959 H 3 CS-\ f~CH 2 - 2 2 1 



1960 h 3 cch 2 -\ )~ch 2 - 2 2 1- H 



H 3 C 

1964 o 2 N-{ >~ch 2 -, 2 2 1- h 



1965 H 3 c-< /-ch 2 - 2 2 1 



1966 (ch 3 ) 2 ch-^ yen?- 2 2 1 h 



1967 Br-^>-CH 2 - 2 2 1 h 



1969 HO-\jHCH r 2 2 1 H 



Br 

F 



1961 cr^3~ CH2 ~ 2 2 1 h >r< Br . 



-CH 2 -N-C-^J-F 



1962 H 3 C-<^H 2 - 2 2 1 - H -CH,-J^F 

CH 3 • 

j=l 0 Br 



1963 H,c^>CH r 2 2 1- H _ aiu .Jr^y. F 

? 

-CHj-N-C-^J-F 



-CH 2 -j|C-^J-F 



-CH 2 -N-C-0 
H 2 N 



1968 H 3 CO-^VcH 2 - 2 2 1 H -CH 2 -lshC-( V 



H >=/ 
H 2 N 



H 2 N 



WO 00/69432 



PCT/JP00/03203 



Table 1.18 0 




H 2 N 



WO 00/69432 



PCT/JPOO/03203 



2 0 3 



Table 1.181 



Co N ^P d - pi>-(CH 2 )r k m n chirality R 3 



-(CH 2 )p-}-(CH 2 )5-G-R 6 



1981 OzN-^QhcHj- 2 2 1 

1982 nc-Qhch-t 2 2 1 



1983 (ch 3 ),ch-\ >-CH r 2 2 1 



1984 Br-4 >-CHj- 2 2 1 



1985 H 3 CO-^j>-CH r 2 2 1 

1986 ho-^)-CH 2 - 2 2 1 



1987 p-^T CH 2" 2 2 1 



c5> 



CHjr 2 2 1 



1988 



1989 H3CS-\ JhOH r 2 2 1 



1990 h 3 cch 2 — Qhch 2 - 2 2 1 



1991 



\_J-CHr 2 2 1 



H 



H 



H 



H 



H 



H 



H 



~CH 2 -^C-<J-F 
H 2 N 

H 2 N 

-CH 2 -f*C-(J>-F 
H 2 N 

_ C H 2 -N-C-H0 
H 2 N 

H 2 N 

-CH 2 -N-C-^ 
H 2 N 

-CH 2 -N-C-^0 
H 2 N 

-CH 2 -N-C-H0 
H 2 N 

-CH 2 -N-C-^0 
H 2 N 

_ CH2 _J_H0 
H 2 N 

-CH 2 -^?-H0 
HUN 



WO 00/69432 



PCT/JPOO/03203 



Table 1.182 



2 0 4 



""NT"' r^ CH *- k m n chirality R 3 -(CH 2 )^ 



R 5 



CH 3 



1992 



H 3 C A >T" CH r 



2 2 1 



1993 o 2 nh^-ch 2 - 2 2 



1994 H3C-4 >-CH 2 - 2 2 1 



1995 nc-\ >-ch 2 - 2 2 1 



1996 (ch^ch^ /-chj- 2 2 1 



1997 h 3 c 
h 3 c 



pH 3 



2 2 1 



1998 Br-^>-CH 2 - 2 2 1 



H 



H 



H 



H 



H 



H 2 N 



H 2 N 



- C H 2 -J^L0 
H 2 N 

H 2 N 

-CH 2 -^L0 
H 2 N 



-CH 2 -N-L0 
H 2 N 



-CH 



1999 H 3 



ch 2 - 2 2 1 



H 



-CH 2 -N-C-^J 



2000 



ch 2 - 2 2 1 



-CH 2 -W-C-^J> 



2001 hohQ-ch 2 - 2 2 1 



-CH 2 -N-c-(3 



2002 <^yj~ CH i- 2 2 1 
o 



- CH >-N-C-<C5 



WO 00/69432 



PCT/JP00/03203 



Table 1.18 3 



2 0 5 



Compd. R >(CH 2 )r 
No. Pr ' 



k m n chirality r' -{CH 2 )A- (CH 2 )=-G-R 6 

R 5 



2003 



r 2 2 



2004 h 3 cs-\ >-ch 2 - 2 2 



2005 h 3 cch 2 -( }-ch 2 - 2 2 



,CH 3 

2006 H3 c^>ch 2 - ^ 2 



2007 o 2 N-^-CH2- 2 2 



2008 H 3 c-\ /)~CHi- 2 2 



2009 NCHx>-CH 2 - 2 2 



2010 (CHjJjCH-Qkchj- 2 2 



CH 3 

2011 H 3 c-^y-CH 2 - 2 2 
H 3 C 



2012 Br-i^-CH 2 - 2 2 



2013 h 3 co-4 j>-CH 2 - 2 2 



H 



H 



H 



H 



CI 



-CH 2 -N-C- w 



-CH 2 -N-C-^J 

-CH 2 -N-C-^ 

-CH 2 -N-C-^5 
-CH 2 -N-C-^> 
-CH 2 -N-C-H^ 

-CH 2 -N-C-^ 



ci 



CI 



CI 



CI 



WO 00/69432 
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Table 1.184 2 0 6 



C °f£ Pd " Ra>< CH 2)i k m n chirality pp -(CH^fCH^G-R 6 



2015 



2016 



Ft 



2014 HC^Q-ch 2 - 2 2 1- H 9 



-CH 2 -N-C-^-CI 

rO"™ 2 " 2 2 1 - H ' ff \W* 

CP - ^ 2 " 2 2 1 - h 9 ' 

-CH 2 -N-C-^J^-CI 

2017 HaCS-O-CH*- 2 2 1 - H 9 W 8 ' 



-CH 2 -N-c-^-a 



2018 H^CHa-^-c^- 2 2 1 - H ? 

CH2" 



2019 



CH 3 

2021 o 2 n-T = )-ch 2 - 2 2 1 H 



2022 h 3 c-^-ch 2 - 2 2 1 - h ?_ jr C 

2023 nc-Q-ch 2 - 2 2 1 h 9_jH* 

2024 (ch^ch-Q-ch,- 2 2 1 H 9 

-CHj-N-C-^J-CI 



WO 00/69432 



PCT/JP00/03203 



2 0 7 

Table 1.185 




H 2 N 



WO 00/69432 



PCT/JPOO/03203 



Table 1.18 6 



2 0 8 



Compd. \_( CH2 j._ k m n chirality R 3 



No. R z 



~(CH 2 )p|-i 
R 5 



(CH 2 )5-G-R 6 



2038 



2036 NC-^>-CH a - 2 2 1 



,ch 3 

2037 h 3 c-<Q-ch 2 - 2 2 1 
h 3 c 




CH 2 - 



2 2 1 



H 



H 



.Br 



-CHr-M.O-0 
H 2 N 



-CH 2 -N-C-0 
H 2 N 



2039 h 3 c-£>-ch 2 - 2 2 1 



H 



-CH 2 -N-C-<| 



CN 



2040 h 3 c-^Q-ch 2 - 12 0 R 



ff?" /=< 



OH 



2041 H 3 C-hQ-ch 2 - 1 2 0 R 



H 



9 ? CH 3/=V 
-CH^N-C-CH-^J) 



2044 



2045 



2046 



2042 h 3 c-\ >-ch 2 - 12 0 R 



2043 H 3 c-\ >-ch 2 - 12 0 R 



CH 2 - 12 0 R 



CH 3 
QH3 



CH r 12 0 R 



ch 3 

PH 3 



CH 2 - 1 2 0 R 



CH 3 



H 



H 



H 



O H 3 Q CH 3 
-CH.-N-C-^ 
H 3 C 

O W 0 " 3 
-CHz-N-C-CHj-Q 

CH 3 

-CH2-N-C- ^ 



7 



WO 00/69432 



PCT/JP00/03203 



2 0 9 



Table 1.187 



C °^ Pd - "2>< CH 2>r k m n chirality R 3 -(CH 2 J-(CH 2 fc-G-R 6 

NO. R r5 



2047 



2048 



2049 



2050 



CH 3 
^H 2 - 
CH 3 
CH 3 

CH 3 
CH 3 



CH 3 



12 0 R 



1 2 0 R 



ch 2 - 12 0 R 



1 2 0 R 



H 



H 



H 



u 

-CH r N-£-Q 



Hhh^^-OCH 2 CH 3 
O 

CH 3 

.CF-i 



-CH 2 -N-C- w 



2051 




CH 2 - 



12 0 R 



H 



9 

-CHj-N-C 



2052 



2053 



2054 



2055 



2056 



2057 



^-CH 2 - 2 2 1 

OCH 2 CH 3 



H 3 C(5 

H 3 CO-^^^- CH 2 - 
H 3 CO 



OH 




Bt 



HaCO-^^-CH^ 



2 2 1 



2 2 1 



OV 2 2 1 



av 2 2 1 



2 2 1 



H 



H 



-CH 2 -N-C-Y^-F 



9 



-CHj-N-C-fjH-F 




H 2 N 



9 6-4 

-CHj-N-C-fJ-F 
H 2 N 

-CHj-N-C-^-F 
H 2 N 

9 




-CHj-M-O-^J-F 
H 2 N 

H 2 N 



WO 00/69432 PCT/JP00/03203 



2 1 0 



Table 1.1 8 8 



C °nT R> (CH *>r 



k m n chirality ~(CH 2 )^-(CH 2 ^-G-R 



1-d6 



2058 



2061 



2062 



2063 



2064 



2065 



2066 



H3COOCH3 

Q-CH 2 - 



2 2 1 



2059 0-°-0- CHr ' 2 2 1 



H3CO 

2060 h 3 co-Qk-ch2- 2 2 1 
0CH3 



.ch. 





H 3 CO\ Ji~CH 2 - 



H3CO 



2 2 1 



2 2 1 



"3C-^_J-ch 2 - 2 2 1 
H3C0 



F-^CH 2 - 



H 3 CCH 2 < 



H3CCH2O-4 >~CH r 



2 2 1 



2 2 1 



pcH 2 -(^) 
/=< ^221 



2067 (h£)jchchj-Qi-chj- 2 2 1 



2068 



CH*- 



2 2 1 




H 2 N 
H 2 N 





-CHj-N-C-^J-F 
H 2 N 

-CHj-N-CH^J-F 
H 2 N 





-CHy-N-C-^J-F 
H,N 



? 




-CHj-I^C-fj-F 
H 2 N 




-CHs-N-C-^J^-F 
H 2 N 

H 2 N 



" CH2 "Jt c ~W K ~ F 





H 2 N 

9 




H 2 N 

P 



-CH^N-C-? X >—F 




H 2 N 



WO 00/69432 



PCT/JP00/03203 



2 1 1 



Table 1.18 9 



Compd. r V (C h 2) k m n chirality 
No. Fr 



R 3 -(CH 2 )H-(CH 2 fc-G-R 



2069 



H3 S=\ 

h 3 ccmQkch 2 - 2 2 1 



H 




h y=/ 

H ? N 



2070 



2071 




/-ch 2 - 2 2 1 

OCH 3 



H 3 CO-\ ^>-CH 2 - 
OCH 3 



2 2 1 



H 



H 



H 2 N 



-CH2-N-O 




2074 



2075 



2076 



2077 



2078 



2072 (h,OjCho-( }-ch,- 2 2 1 



o 



2073 ^ ° H ^ C -221 



-CH2- 



H 3 Ci 



H 3 CC> 

<Q-ch 2 - 2 2 1 

F 



r 



CH 2 - 



2 2 1 



^KCH 2 - 2 2 1 

OH 



H 3 CCH 2 G OH 



Q- 



CHr 



2 2 1 



H 



H 



H 



H 



H 



H 




H 2 N 

-CH^L^-F 
H 2 N 

H 2 N 



-CH r ^G-^J-F 
HoN 





-CHg-N-C-^J^-F 
H 2 N 



-CHa-M-C-^J-F 
HoN 




9 



-CHs-hHC- 




H 2 N 



2079 



2 2 1 



-CH2-^C-fV F 
H 2 N 



WO 00/69432 
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2 12 



Table 1,190 



Compd. R V(CH 2 ) r 
No. Fr 1 



k m n chirality R 3 ~(CH 2 )fj-(CH 2 )r-G-R 6 



2080 



HjCO-^-CHj- 



2 2 1 



2081 ho-^ch 2 - 2 2 1 



H 



9 



-CH 2 -N-C-f = J-F 




H 2 N 



-CHsr^C-^jK-F 
H,N 




2082 



2083 



2084 



2085 



CH 2 - 




H 3 CO-^-CH 2 - 



2 2 1 



12 0 R 



.12 0 R 



_ 1 2 0 R 



2086 h ^t{-ch 2 - 1 2 0 R 



2087 (h 3 q 2 n-£ >~ch 2 - 12 0 R 



2088 (h 3 cch,),n-^~^-ch>- 12 0 R 



2089 



2090 



r 



12 0 R 



ch2- 1 2 0 R 



H 



H 




-CHt-N-O^ > f 
H 2 N 

-° n '"K" c ">} 

H 2 N 



H 2 N 



, CF 3 



-CH2-W-C- 

h y=/ 

H 2 N 
H 2 N 




H 2 N 
H 2 N 
H 2 N 

.CF 3 



H 3 N 



WO 00/69432 PCT/JP00/03203 



Table 1.191 



2 1 3 



Compd. R V (CH ) 
No. R 2/ 2h 



k m n chirality R 3 



"(CH 2 ) ? |-(CH 2 ) r G-R 6 



2091 



2094 



2095 



2096 



2100 



2101 



CH 2 - 2 2 



2092 o-^)hch 2 - 2 2 



2093 a-i)-Or\2- 2 2 



ch 2 - 2 2 



-ch 2 - 2 2 



ch 2 - 2 2 



2097 o-hQ-ch 2 - 2 2 



2098 ci-\y-CH 2 - 2 2 



2099 o-^)-ch 2 - 2 2 



CH 2 - 2 2 



ch 2 - 2 2 



H 



OCH2CH3 



CH 2 - 



^ O ,OCH 2 CH 3 



-CH-N-C 
CH 2C H2SC 

^ Cp OCH 2 CH 3 

CH 2 -^J i 

,OCH 2 CH 3 



—CH-N-C- ^ 
C(CH 3 ) 3 



OCHjCHj 



(fl) 9 
CH2CH2CH3 



OCH 2 CH 3 



-CH-N-C-f N > 



OCHjCHj 



O 



,OCHjCH 3 



pCH2CH 3 



-CH-N-C v f 
CH 2 -Y~~VoCH 3 



CH 2 -0"° CH2 ~0 



WO 00/69432 
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2 1 4 



Table 1.192 



m n chirality R> ~(CH 2 )^(CH 2 fc-G-R 6 



2102 



2103 



2104 



CH 2 - 2 2 1 



CH 2 - 2 2 1 



ch 2 - 2 2 1 



H 3 CO OH 



H3C.OH 

2106 O^CH s - 2 2 3 



H 



H 



H 



H 



C 9 



PCH2CH 3 



] H W 
CHjChVg-OCHj- 



( ) 9 PCHjCHa 
H3C-CHOCI 



( j 0 / OCH 2 CH 3 

ZH , 

J H \=/ 
CH 2 CH r C-OCH 3 
6 H 



C-< 

6 




H 2 N 



H 




i? 



2107 B YVch 2 - 2 2 1 



2108 



2109 



2110 



ch 3 



2 2 1 



CH 2 - 2 2 1 



H3CC1 



H 



H 





H 2 N 



- c n c v 

H 2 N 



— c h "m* c — — ^* 




2111 



CH 2 - 



2 2 1 



B 




2112 H 3 CO-< x jKCH r 2 2 1 
H 3 CO 




-CH2-N-C--^J-F 
H 2 N 



CH.-^C-Q^F 



H 2 N 



WO 00/69432 



PCT/JP00/03203 



2 15 



Table 1.193 



Compd. r S_ (C h 2) k m n chjra|jty 
No. Pr 



R 3 



~(CH 2 ) F -F-(GH 2 ) i -G-R 6 
. R 



H,N 



2113 



H 3 CO^- 



2 2 1 



H,N 



2114 H 3 CH^CH,- 2 2 1 



2115 



2116 



2122 



2123 



>-CH 2 - 2 2 1 



CH 2 - 2 2 1 



2117 chhQk- 



ch 2 - 2 2 1 



2118 Hb^-CH*- 1 2 0 R 



OH 

2119 hcH ^ch 2 - 1 2 0 R 




2120 B ^Q-CH 2 - 1 2 0 R 



OCH 3 

2121 hoO-ch 2 - 1 2 0 R 



cm(J-ch 2 - 



12 0 R 



r 




/-ch 2 - 12 0 R 

N0 2 



H 



H 



H 



H 




-CH^C-^ >-F 
H 2 N 

H 2 N. 

(H) P ,OCH 2 CH 3 
-CH-M-C-H^J> 
CH(CH 3 ) 2 

-CH-N-C-f X > 
j H \=/ 
CH(CH 3 )CH 2 CH3 

OCHjCH 3 



- Wh" C ~C5 



PF 3 



H 2 N 




PS 



-CH2-N-C- 

H W 



H 2 N 
H 2 N 




.CFa 



.CFa 



H 2 N 



-CH2-N- 



-CHe-N-G 



H 2 N 
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Table 1.194 



k m n chirality R J 



2124 



2126 



2127 



2128 



2129 



2130 



2131 



2132 



0 2 N 



12 0 R 



0 2 N 



2125 HjCO-Q-CHa- 1 2 0 R 



0 2 N 



12 0 R 



\/r c "?- 12 0 R 



H 3 C "A jh^-r 



r 




H 2 N 



CH2- 



H 3 C "A /~ CH 2- 



H 2 N 



r 2 .0 R 



12 0 R 



CH-, 



2 2 1 



CH r 2 2 1 



H 2 N 



12 0 R 



(H 3 C) 2 N 

2133 ^12 0 R 

2134 £^-ch 2 - 12 0 R 

N(CH 3 ) 2 



H 



H 



fl 4 

r . •(CH 2 )^-G-R 6 
. R 5 



-CHz-N-C-fJ 
H 2 N 



P 




CF, 



H 2 N 



9 



CF, 



H 2 N 

-CHj-N-C-fJ 



H 2 N 



H 2 N 

-CH^jj-C-fJ) 
H 2 N 




-CH2-N-CH^^--F 
H 2 N 

9 




-CHr-N-C-^-F 
H 2 N 



? 



-avfvhc- 



^5 

H 2 N 



CF, 



-CH2-N- 



H--0 CF3 
H 2 N 



H 2 N 



PF 3 
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Table 1.1 9 5 



C °N m o Pd ' R> (Ch2) r k 



m n chirality R 3 



• -(CH 2 );jf-(CH 2 )5-G-R 6 



(H 3 C) 2 N 



2135 



2136 



2137 



2138 



2139 



2140 



2141 



2142 



2143 



(H 3 C) 2 N 



CH 2 - 



H 3 C— ^ j>-CH 2 - 



CH 3 



Q 



H 3 
CH 2 - 
CH 3 
CI 

CH 2 - 
CH 3 



r 




NH 2 



HO-£^-CHsr 



H 2 N 



CH 2 - 



CH r 



HN-p-CH 3 
O 




12 0 R 



1 2 0 v R 



1 2 0 R 



12 0 R 



12-0 R 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



2144 h 3 ccH^>ch 2 - 2 2 1 



H 



H 



H 



H 



H 



H 



9 



-CHz-N-C-f 5 




P=3 



H 2 N 



H 2 N 



-CHj-N-C- 



9 
c- 

H 2 N 




9 



PF 3 



£F 3 



H 2 N 

9 




H 2 N 

s? 



H 2 N 



? 




-CHy-N-C-H^J-F 
H 2 N 

9 




-CH^N-C^ V-F 
, H )=/ 

H 2 N 

9 




H 2 N 



-CHj-N-CH^J-F 



H 2 N 



,CF 3 



H 2 N 

2145 H o-hW 2 2 1 



H 



H 2 N 
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Table -L196 



m n chirality R 3 



2146 



2147 



2148 



2149 



2150 



2151 



2152 



2153 



2154 



2155 



2156 




V^" CH 2- 2 2 1 

NH 2 



9 

HjC-C-NH 



H 3 



9 

H 3 C-C-NH 



CH 2 - 



CH 2 - 



0,N 



9 

H3O-C-NH 



CH 2 - 



CH 2 - 



HN-^-CH 3 
O 



H3OC-NH 



9 

H3C-C-NH 



CH 2 - 



H 3C-\ /hcH 2 - 
Q 

H3C-C-NH 



H3CO-& >-CH 2 - 



9 

H3C-C-NH 




HN-C-CHj 



2 2 1 



2 2 1 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



2 2 1 



2 2 1 



2 2 1 



H 



H 



H 



-(^^(CH^G-R 6 
. R 5 



H 2 N 




-cHrN-c-f Vf 

H 2 N 

P 

-CHjr-N- 




H 2 N 

9 



-CH^C-0 
H 2 N 



PF 3 



H 2 N 
H 2 N 

-CH 2 -N-C-/J 
H 2 N 



-CH 2 -N-C-^ 



H 2 N 



-CHr-N-O ^ 
H 2 N 



9 

-CH 2 -N-0 



H 2 N 
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Table 1.197 



C0 N T R> (CH2) i" 



k m n chiralily R 3 



"(CHg^^H^G-R 6 

. R 5 . 



2157 



2158 



2161 



2164 



CH 3 



CH 2 - 



H 3 C-NH 



12 0 R 



12 0 R 



Bjc-NH 

21 59 h 3 co^-ch 2 - 2 2 1 



H3ONH 

2160 ho-^>ch 2 - 2 2 1 



H3C-NH 



2 2 1 



h 3 c-nh 

2162 H3 coi>CH 2 - 2 2 1 



H3ONH 

2163 ho^-ch 2 - 2 2 1 



12 0 R 



,CH 3 

2165 rV CHr 1 2 0 R 

N 

2166 ([Vch 2 - 12 0 R 

N 



H 



H 



H 



H 



H 



H 



H 



" CH 2-^ C -0 



, CF 3 



- C H 2 -£hC-<0 
H 2 N 



H 2 N 

-CH2-N-C-<^-F 
H 2 N 



9 



-CHg-N-C- 




H 2 N 

9 



H 2 N 



_ c „ 2 _ !:r ?_0 

H 2 N 



,CF 3 



US 



CF3 



-CH 2 -N-C- ^ 
H>N 



H 2 N 



9 

-CH 2 -N-C 



2167 



CH 2 - 



12 0 R 



_CH 2 -N-L0 
H 2 N 



r CF 3 
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Table 1.198 



k m n chirality r 3 



2168 



2169 



2170 



2171 



2172 



2173 



2174 



2175 



2176 



2178 



c-ochj 

CH r 



CH3 
. CH 3 



12 0 R 



12 0 R 



12 0 R 



0^- 

H3C ™!y cH *- 1 2 0 R 



ch-t 



C 



H 3 C CH 3 
Br-?XV-CH 2 - 



OC 

H 3 CO-i~J- 



PCH 3 
CH 2 - 




CH 2 - 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



12 0 R 



H 3 C 

H 3 Q OH 



3 %J M 

2177 l O~ CH 2~ 1 2 0 

CH 2 OH 



P 

H3COC. 



12 0 R 



CH 2 - 



H 



H 



H 



H 



H 



'(CH 2 )i(CH 2 )^G-R 6 
. R 5 



" H 2 N 



CF, 



H 2 N 



JCF 3 



H 2 N 



O ,CF 3 
H 2 N 

-ch.-n-chQ 

H 2 N 
H 2 N 

-CH 2 -N-?-0 
H 2 N 



9 /— < cp3 

CH^-N-C-^ 



H 2 N 



? 



- CH2 T c ->.w 

H 2 N 




,CF 3 



9 ' CF3 



- CH *-K- CH 0 

H 2 N 



WO 00/69432 



PCT/JP00/03203 



2 2 1 



Table 1.199 



Compd. R \- (C H 2 ) k m n chirality R 3 
No. R 2 



-(CH 2 )i(CH 2 ^G-R 6 
. R 



2179 



O 




H r 1 2 0 R H 



2180 Ci 



h-(3-(CH 2 ) 2 - 12 0 R 



2181 



2182 



ch 2 - 12 0 R 



CH 2 - 



12 0 R 



H 



H 



-CHo-N-C-f N > 



£ F 3 



H )===/ 
H 2 N 



CF 3 



-CH 2 -N-0 

H 2 N 

-CH 2 -N-L0 



f CF 3 



2183 



12 0 R 



-CH 2 -N-C-f J 



.CF 3 



H >=/ 
H 2 N 



2184 



2185 



2186 



2187 




CH 2 - 



4> 




HO— 4 /-CH 2 - 




2 2 1 



2 2 1 



2 2 1 



12 0 R 



2188 Or\_cH r 2 2 1 



H 



H 



~CH?-M-C--Q-F 




H,N 



-CH 2 -N-C-Hf > 



PF 3 



H )=/ 
H 2 N 



~CH 2 -N-C- 




PF3 



HoN 



9 CF 3 
H 2 N 



-CH 2 -N-C-<p 
HoN 




2189 b-/~VcH r 1 2 0 R 



-CHj-N-C-f > 



P=3 



H >=/ 
H,N 
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Table 1.200 



C< No Pd R2^" (CH 2>i k m n chirality r=> 



2190 



2191 



2192 



2193 



2194 



H 
H 

°^~>CH 2 - 
H 

0^-CH 2 - 




HjC-^j^-CHj- 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



2 2 1 



H 2 N 



H 3 C-NH 



2196 u . M ... 1 2 0 R 



2197 



H 3 C-NH 



H 3 CCH^^-CH 2 - 



12 0 R 



H 3 ONH 

2198 o-?Vch 2 - 1 2 0 R 



2199 



2200 



H 3 C-NH 



H 3 C-^ 



H 3 C-NH 



CH 2 - 



CH 2 - 



2 2 1 



2 2 1 



H 



H 



fit 



-(CHs^CH^G-R 6 



9 




-CHs-N-C-^J-F 
H 2 N 

-CH 2 -^C-fJ 
H 2 N 



9 

-CH 2 -N-D 



H 9 N 



H 




H 2 N 



-CH 2 -N-C^P 

-CH.-N-C-^} 
H 2 N 

-CH 2 -N-C-^^ 
H 2 N 



P 

-CH 2 -N-D 




PF 3 



H 2 N 



-CH 2 -N-C-0 
H 2 N 



H 2 N 



p 

-ch 2 -n-c- 



H 2 N 
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Table 1.202 



224 



C °NT d ' R3^" (CH 2)j k m n chirality r* - (CH2 Jj!_ ( 



2212 I 



2213 



2214 



2215 



2216 



2217 




CHjr- 



H 

H 2 N 



CHj- 



H2N 

H3C_ 0~ CHr " 



H 3 C-HN 



o-b- 



CH 2 - 



2 2 1 



2 2 1 



2 2 1 



12 0 R 



iVcHa- 1 2 0 
H 3 CCHf ^ 

P 

h 3 co-cT 

h 3 c-<}-ch 2 - 1 2 0 



CH, 



2218 ci-Q-ch 2 - ! 2 0 

2219 cmQ^ov 1 2 0 



2220 ohQ-ch,- 1 2 0 R 



2221 chQh-ch^ 



12 0 R 



2222 



H 3 C 



,kf- CH 2" 12 0 R 



CH, 



H 



H 



H 



R 5 q 



H 



p 




-CH^N-C-^J-F 
H 2 N 

O / CF 3 
H 2 N 

-CH 2 -N-O0 
H 2 N 



H 2 N 



,CF 3 



H 




H 2 N 
P 



,CFo 



CF* 



H 2 N 

"ho 



CH(CH 3 )2 



H 



H 2 N 
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Table 1.205 



C °No Pd ' R^ (CH2) r k m n chiralit y 



-(ch 2 J-. 



^(CH^G-R 6 
R 5 



2245 



2248 



2251 



2252 



2253 



2254 



2255 



HacVV, 12 0 R 

-CH r 



2246 WVL 



^ch, 1 2 0 R 



2247 < H «»' CK Y^_ c ^ 12 0 R 



H-.N 



12 0 R 



H 2 N 



2249 H 3 CO^> CH 2 - ' 



2250 H ^KCH 2 - 1 2 0 R 



CI 



CH 2 
CH2- 



CH ? - 



H 



CH 2 

HsCa Q^ 



12 0 R 



2 2 1 



2 2 1 



2 2 1 




CH r 

\ 2 2 1 



H 



H 



H 



H 



H 



H 



H 



H 2 N 
H 2 N 



£F 3 



~CH 2 -N-C-0 
H 2 N 



,OCF 3 



^CH 2 -N-CH0 
H 2 N 

-ch 2 -n-c-h£3 

H 2 N 

P ^ OCF3 
-CH 2 -N-CHp 

H 2 N 



-CH^N-C- 




H 2 N 



JCF 3 



_ CH ^c-p 
H 2 N 



— CH2-N- 
H 




H 2 N 
H 2 N 



.CF 3 



JCFa 
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Table 1.20 6 




H 2 N 



WO 00/69432 



PCT/JPOO/03203 



2 2 9 



bl v>=tm. m&m, y^^m. /?y*^*^m, hvyyuxam®, mma 

[ {N- (3- h !) yjviru/^-,u^y'^jv) ?y^>j\,) 

-7*5vK n-^V^/K n vvK n -^^fvK n-^f/K V^d 
10 tVK -f.yy^K s e c-T^/K t e r t 'f y^yf ;K ^-O. 

TvK t t er t-'Of/l', 2-^3vt"0?vK 1 -^/I'l/^A'j&SffiSjfeAfls 

\m. mm. %\m. ^tuts ^im^t^^u^yitmrn^ ^y^mif^a t 

15 7J*T'£5o 

( I ) WO 9 9 2 5 6 8 6 K^TfS(-,^^-f ix 

20 mmm 1 ) 

TfSiS (ii) 




25 



R\ R\ R\ is k. m, fcitfntt, ±fEi£ (I) ICjSttS-ttl-eix 
■C*$Ji3fls-fr4fcl ^S<t, Tiest (III) 



WO 00/69432 



2 3 0 



PCT/JPOO/03203 



0 R 4 

HO-C-(CH 2 ) p ~)- ( CH 2 ) q -G-R 6 (HI) 
R 5 

5 [*«f, R\ R\ R\ G, p, *J«fcI>'qfi, ±12* (I) I^T^r^^ 

±ie^ an) T-*$ti5^/U7K>^(D rBus&mmm tit. m*-im^n?> 

aSJI^U* a 7— >-^*^©JK*»J; ^>*n^> /M7 
/HWSK (DCC) , N-^/U-N' - (3-^^ 7 J/7 , Dt » * 
A'tfW ? K (EDC I JfcttWSC) . *fri&-fl,'MKM-A, (CD I) , 
15 N-tPa W . >WiK (HOSu) , N-fcKn^y/n/j^ 
(HOB t ) , -<>>SbVTS-;U-i-j,u**i, hV x (eny^y^u) * 

A^-n^^-h (HBTU) , 2- (lH-^/hy 7 /^-i-^) 
20 -1, I, 3> 3-fF7^/^n = ^A=rh77/^n*'l/-l> (TBTU 

) v 2- (5 -/yUzlvt^v- 2, 3-i/^U/t>W? K) -1, l, 3, 3_ 

f^/f/^D^^F??;^*'^!- (TNTU) , O- (N— tJ-^ 
-1, l, 3, 3 -f ^ B i^ = f h77^D«u-- 

h (TSTU) , (eay^) ***=*A-^** 7A ,* B ** 

25 7x-HPyBroP) SK* !> B***s,* A , 

#y^fi/y, (^f*7s/>f/v) #y (4-t-^f 

30 tT$*Sit*s-e#« 0 



WO 00/69432 



PCT/JP00/03203 



2 3 1 

TfEit (IV) 



R 1 

^(CH 2 )j-X (IV) 



R 2 



10 T'i$tl57;^M^HSti:> TES (V) 



^(CH 2 ) k . o R 4 

HN V-(CH 2 ) n -N-C-(CH 2 )p.— I— (CH 2 ) q -G-R 6 ( V ) 

U.../ R 5 



(CH 2 ) 



m 



15 



R 3 x R 4 , R 5 , R 6 , G, k, m, n, p, *5j:Vqfl, ±|E* (I) \c 

o 

_hfE5£ (IV) l^jo^T, Xlt^n?ym+\ T fr*rfr*fr*-fl'*-**sm. T <J 



WO 00/69432 

CK&&3) 

Tte^: (vi) R i 



PCT/JPOO/03203 

2 3 2 



R 2 



)— (CH^-CHO (VI) 



5 Wt, R'*J:tfR«tt, ±12* (i) teJUltSt^iioMiBtT.fcO, j 

ttl*. TiEEt (VII) 

R'-CHO (VII) 

R l (i±test: (i) fc^ftsR^ttttrotTj*^ j i*o 

10 +@S-T5 0 ] 

vm*tifiTA*t ±bsc (v) T«ih 5 fl:*»o. l-ios* 

■(SHtfe4) 

tis^ (viii) 



20 



R L / (CH2)k \ 9 R 4 

>-(CH 2)j -N )-(CH 2 ) n -N-C-(CH 2 ) p -j- ( CH 2)q -NH , (VIE) 

(CH,)/ R R 5 



25 



^ R ^ R ^ R ^ R ^ m , „, p . jsjtot,^ ±fe 

* (i) i-*}rt5*n-e*w>j&*t^n:T?*>5. ] 
■e**ixS^*iS4t, TIE^C (ix) 
HO-A-R 6 (IX) 

R 6 li±fe^ (I) CfcJtSR'^^CTfcv, Af4*/U7K=/u«* 
30 fcl4*^*f;=/u£££f. ] 



WO 00/69432 PCT/JPOO/03203 

2 3 3 

5 , ±E»JftffiiiFI*©K*ffl, 8£*>J, *fcfl**S:ii^^5c:tlc:J:0, «fc 
5 ) 

JhEsS (viii) t*ih5ft*«iiifti, TKsfc (x) 

Z = C = N-R 6 (X) 
10 [5t«K R e tt±fc5£ (I) \Z#l-fZ>R 6 <D7£mkm£X'h*), Zttlfc*ff?-*fctt: 

T-s^ix-s-ry^T^-'h^fctt-i'y^^z^-ho. 1-1 osm, 

15 TE^C (XI) 

R 1 ^(CH 2 ) kx ■ q R 4 



20 



>— (CH 2 ) r N V- (CH 2 ) n -N-C-(CH 2 ) p — |-(CH 2 ) q -A-OH (XI) 

R 2 \ch 2 J R 3 R 5 



[iW. R\ R\ R', R\ R', j, k, m, n, p, &«fct>*q fi s ±E^ ( 
&*-f. ] 

■C*£*i5fc£4*ji3ai:, TEst (XII) 
25 R 6 -NH 2 (XII) 

R 6 tt±E5£ (I) \Zj3rtZ>R 6 (DmmtfflCX'hZ>. ] 
ft^tl57 5yO. 1-1 OS**, mmi&T?itc\tm&ft&T\z5Lfc£-&ZZ 

30 rile ±13, «t9n»fciifT$-lir5rtj»S'C#5. 



10 



WO 00/69432 

PCT/JPOO/03203 

2 3 4 

Ki&Kk'o, -m^®£mtmc&^xmmztiz&to<Dm-.*m^x. ±mm 

-hEfcK&feWs^-c R£*«±LTtt, ^DD^y, ^ DD * M4if 

<^ KfoKfotxmG.m^h*iz> 0 

, m« atii, wim, statttik stsa, h^y^/i^? r ti^t 

.20 *^MiP*ic^f5r £#T-#5 0 

25 T#fc£fc|;:tt£;h,fcfcafc#* (Compd. No. ) (1, Ta b 1 e 1. 1 
- 1 . 2 0 6 li*JV^T#a*A#«i LT*tf fcfc^fctt$*ifc<fc**#* (C 
omp d. No. ) tMUW§ 0 



30 



4-^d^ d!)K (4 . 15g ^ 2 5 8mmo]) iipr2NEt 
(6. 6 7g, 5 1. 6mmo 1) fc, 3- [ (t e r t -:/ f. a,) 



WO 00/69432 PCT/JP00/03203 

2 3 5 

75 7) (4. 8 1 g, 2 5. 8mmo 1) ©DMFii (5 0mL) 

iPb (7i?h-MI/K 50mL) KJ; 9 @ltti:-f 5 3 - [ (t e r t-^h^i; 
/Utfr^U) 757] -1- (4 - ^ □ a^y-y;U) fn !J (6. 4 3g, 8 0 
5 %) Ltffc, 1 H NMR (CDC I 3 > 300MHz) 8 1.37 

(s, 9 H), 1.5-1.7 (br, 1 H), 2.1-2.4 (ra, 2 H), 2.5-2.7 (m, 2 H) , 2.83 (br, 
1 H), 3.57 (s, 2 H), 4.1-4.3 (br, 1 H), 4.9-5.1 (br, 1 H), 7.15-7.35 (br, 4 
H) ;£&gteRPLC/MS-e#fefc (9 8%) 0 ES I/MS m/e 311. 
0 (M+ + H, C 16 H-Jc 1 N 2 0 2 ) 
10 3- [ (t e r t -^h^v-^^^/W) 757] -1- {A- V vu^W)V 
) fny^ (6. 3 8 g> 2 0. 5mmo 1 ) <D*?;-^ (8 OmL) m&lZ 
1M HCl-Et 2 0 (10 OmL) 2 5 0 CT- 1 5 B#TO# L7c 0 

mi±T\m£L, mtkzn, (7* /-^/r±h~bv^=i 2, 13 

OmL) T'ft^-TSr irJcif?, 3-757-1- (4-^oa-<^^) fn V 
15 (4. 9 3 9 g, 8 5%) £ 6£*&7fc<t LT#fc 0 1 H NMR (d 

6 -DMSC\ 3 0 0MHz) 6 3.15 (br, 1 H), 3.3-3.75 (br-m, 4 H), 3.9 (b 
r, 1 H), 4.05 (br, 1 H), 4.44 (br, 1 II), 4.54 (br, 1 H), 7.5-7.7 (m, 4 H), 
8.45 (br, 1 H), 8.60 (br, 1 H) ; |ffiS«R P L C/MS T?5jt#7t (> 9 9 %) 0 
ESI/MS m/e 211. 0 (M + + H, C,,H 16 C1N 2 ) 
20 ft^ffitt (R) -3-757-1- fc'n D i/y • rit^c 

mt (S) -3-757-1- fa-^y • -t&m&Z. 

fctmCH-l NMR£^Ltz 0 
[MM® 1 ] 3- (N-^OyV/l^'jJ >^) 7-$y-i- 
25 ;u) b°o!Jyy 1 ) 

N-^y/^^^U-yy (9. 3mg, 0. 0 5 5mmol). 3 -at^/U- 1 
- [3- (-y7f^7 5 7) 7*Df/W] A/Wf^5^.fi|fig (EDCI) (1 
0. 5mg) 4o<tT>*l - t Kodf-iz-O-y* h!J7/- /U • TkfP^ (HOB t) (7 
. 4mg) 3-757-1- (4-^pn^y^U) t°n • JZJjfiRig ( 

30 14. 2mg, 0. 05 Ommo 1 ) t h V ^)VT 5 > (15. 2mg) ©^D 
O/I^A (2. 5mL) M^Px./c 0 d <DSj£&a-^£ 2 5 °CT* 1 6 n#p B ^# L 



WO 00/69432 



10 
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2 3 6 



, 2M NaOHTk** (2mLX2) <t£JI*Tifcfr L*l e PTFEl7^^ 

mz (17. 7mg, 9 5%) . «SliRPLC/MSt*te (9 5%) . ES 
I/MS m/e 3 7 2. 0 (M+ + H, C 2 0 H 2 2 C 1 N a O 2 ) 
[3»j2-3 2] 



* 2 



mm 






" ESI/MS m/c 


HX jg ( mg J 




2 


Z 


C21 H24 CI N3 02 


386 


1674 


85 


3 




C19 H21 CI N4 02 


373 


18.7 


100 j 


4 


4 


C21 H21 CI F3 N3 02 


440 


O / . £ 


69 j 


5 


82 


C22 H23 CI F3 N3 02 


454 


5.6 


11 


6 


85 


C21 H24 CI N3 02 


386 


22.6 


59 | 


7 


86 


C21 H23 CI N4 04 


431 


21.2 


98 1 


8 


214 


C22 H25 CI N2 02 


385 


23.9 


62 I 


9 


215 


C23 H27 CI N2 03 


415 


17.4 


84 1 


10 


216 


C20 H23 CI N2 02 S 


391 


21.6 




11 


217 


C23 H27 CI N2 04 


431 


15.3 


66 | 


12 


218 


C23 H27 CI N2 02 


399 


12.8 


64 j 


13 


219 


C22 H24 CI F N2 03 


419 


18.1 


86 1 


14 


220 


C22 H25 CI N2 02 


385 


16.4 


85 | 




221 


C21 H23 CI N2 02 


371 


14.9 


80 | 


16 


222 


C21 H22 C12 N2 02 


405 


13.3 


65 | 


17 


223 


C25 H31 CI N2 03 


443 


18.4* 


63 ~j 


18 


224 


C20 H23 CI N2 03 S 


407 


11.2 


28 j 


19 


225 


C22 H26 CI N3 02 


400 


22.7 




20 


226 


~23 H28 CI N3 03 


430 


21.0 


98 J 


21 


227 ( 


:22 H25 C12 N3 02 


434 


21.9 


100 I 


22 


228 ( 


:23 H28 CI N3 03 


430 i 


20.8 


97 j 


23 


229 ( 


:25 H32 CI N3 02 


462 


25.4 




24 


230 C 


:26 H31 CI F N3 02 


472 


26.0 j 
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25 


231 


C24 H28 CI N3 03 


442 


30.3* 




26 


232 


C22 H32.C1 N3 02 


406 


3.9 


19 


27 


233 


C23 H28 CI N3 02 


414 


8.5 


41 


28 


234 


C22 H27 CI N4 02 


415 


7.3 


35 


29 


235 


C24 H29 C12 N3 02 


4 62 


9.0 


39 


30 


236 


C25 H29 CI N4 03 S 


501 


17.4 


69 


31 


237 


C21 H24 CI N3 03 


402 


14.2 


71 


32 


238 


C21 H23 C12 N3 03 


436 


23.4 


£4W 



l&nm 2 ] (R) -3 - [ (N-ter t - 7 h *i/$/U7$-/U) gjj_^7l/j 
75 /-l- (4-^pp^Ov?/W) b°n ]) -sXD'&tfL 

5 (R) -3-757-1- (4-^nc<y^) foy^y-iiis (4. 

54 g> 16. Ommol), 2M NaOHif (8 OmL) , joiUW^f- 
)V (8 OmL) <!>m&®*m*U *«W«T»(iU, im-kmk^^ (8 0mL 

x2) T*ttttiL/c 0 ^s^^^TteTk^-^ h y ^tm mm. mmi-z 

Zk\C±Q, mm<D (R) - 3-757-1- (4-? au^yi//U) M°uWi/ 

10 ( 3 . 3 5 g , 9 9 %) *ntz. 0 

(R) -3-757-1- fpij^y (3. 3 5g, 1 

6mmol) (O'^DD^^y (80mL) gfc h V ^>VT 5 1/ ( 2 . 5 m 
L, 17. 6mmol) , N- t e r t -rf V *c i/jJfrTg— ]) i/y (2. 7 9 
g. 16. Ommo 1) , EDCI (3. 07g, 16. Omm o 1 ) , *5.fct*H 

15 OBt (12. 16g, 1 6mmo 1 ) £#P;t.7t 0 S*&fi^*J*r 2 5tT?l 6^fM 
2M NaOH^jg (8 OmL) £An;Lfc: 0 *r«HB*a«U 7kS£ 
v?i? n n /. # >-effittJ Lfc (l0 0mLX3) . W$m&£fc>-ttT7k (10 OmL 
X2) i^tiTK (10 OmL) -CifcfrU «6*«E»-*- h !) !>Atm Affi 
Lfc 0 *7A^d-?^77^ (Si0 2 , »gft:x.5vU) •? N gifti:^ (R 

20 ) -3- [N- ( t e r t S/*yHl?=yU) i?*!J ->A<] 757-1- (4- 

^o^y-^) t'n!Jv?y(5. 40g, 9 2%) 3r#fc e 
[# %f?'J 3 ] (R) -1- -3- (^^-y/U75 7) f 

p !) ^<P£|$ 

(R) -3 - [N — (ter t-7'h*-y*;^'^) ^!J->/U} 757-1- 



10 



15 



20 



25 



30 
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2 3 8 

tfn^y ( 5 . 3 9g, 14. 7 M ol) 
* (6 0mL) tMC 4M HClWt^.(3 8mL) »«*»*.*:. 

D ****** un*** (8 OmLX 3) TttfflU tttfflft***, 

-frTiETKM^hy ^« ««Lfc. *7A^vh^ 7 ^ (S iO„ 

BMfc^^/^y-^/hy^yur^^QO : 5 : 5) |CJ:0 % (R) -3 
- (*D^jUT^y) -1- t'a'J^y (3. 3 74g ^ 

86%) **fc. 1 H NMR (CDC 1 3,, 2 70MHz) 6 1.77 (dd, J = 1. 3 
*J:tW.9 Hz, 1 H), 2.20-3.39 ( m , 2 H), 2.53 (dd, J = 3. 343 J: W>. 6 Hz, 1 H) 

. 2.62 (dd, j = e.etotm.e Hz , i h), 2.73-2.87 ( ra , 1 h), 3.31 (., 2 h), 3 

•57(s, 2 H), 4.38-4.53 (br, 1 H), 7.18-7.32 (», 4 H), 7.39(br, s, . H) 

(S) - i- _ 3 _ (^ry^ 7 , y) t . D!) ^. 3 . 

• 4 5 g » 7 9 % ( 2 IS) . 

(R) -3- (0-77^7?7) -i- (4-^d^;H fny^y 
: 3. 79g, 8 5% (211) . 

(S) -3- (/3-T5=;UT*y) -i - (4-^D/<y^) Vug 
: 3. 72g, 8 6% (2Ig) . 

(R) -3- [ (S) -77^7^) -1- t . ny 

3 6 8rog. 6 5% (2Ig) 0 
(R) -3- [ (R) -75^7^7) -1- (4-^dd^) fa!) 
S» : 4 2 5mg, 7 5% (216) . 

(R) "3- [ (2S) -2-T%;-Z-^-,v-ru,*;j,V\ T%/-\ 

- fny^v: 5 6 6 m g , 78% (2Ig) . " 

(R) -3- [ (2R) -2-7^-3-fx^7- D/V ^H T%J-\ 

- faj)^; 5 . 8 5mg, 8 1% (211) . 

(R) -3- (2-7^-2-yf;U7-D/V^) T%J-\- {A-*u 
a^V,U) fDy^ :4 04m gl 66% (211). . 

(R) -3- [ (2S) -2-757-4- OJvU**,*^) 7^/^,1/] 



WO 00/69432 PCT/JP00/03203 

2 3 9 

(4-^dd^;I/) t 8 u9^: 5 3 5 rn g N 72% ( 2 18) 

o 

££>(^ (R) -3- (^DW?/) -1- (4-y fvi"<:/v7U) fD!) 
i/y^ (R) -1- (4-/D^y^) -3- (i/yc/yWT^y) k°nyv?v 
5 , (R) -1- (2. -3- (^U^ur?/) fn y 

>\ *5iO* (R) -l- (3, 5-v^?vwf y^-y-y—^- 4--f A-y^vW) 

(R) -3- - l- (4-y^/wo-^/u) fDyv?y : 4 

10 . 6 5 g, IR^6 2% (3- [ (t e r t-zf h*y% /1>#~jU) T?y] b°o U 

(R) -1- (4-^o^y-^) -3- 5 foy-zy: 2 

. 5 5g, l|X^6 8% ( (R) -3-T$y-l- (4-yo^y-?^) fc° D y 
; X H NMR (CDC 1 3 , 2 7 0MHz) 5 1.37-1.78 (m, 
15 3 H), 2.23-2.39 (m, 2 H), 2.50-2.67 (m, 2 H) , 2.80-2.89 (m, 1 H), 3.32 (s, 
2 H), 3.58 (s, 2 H), 4.39-4.55 (tn, 1 H), 7.21 (d, J = 6.5 Hz, 2 H) , 7.45 ( 
d, J = 6. 5 Hz, 2 H) 

(R) -1- (2, 4-^5vW<>vvU) -3- (^y^yUT?/) t°n y >> 
y : 1. 5 6 g> 11X^5 8% (3- [ ( t e r t -y> dr^/W-J^W) 7$ y] 
20 fn y ^V^^OllX^) ; ! H NMR (CDC 1 „ 2 7 0MHz) 5 1.55-1. 
78 (rn, 3 H), 2.30 (s, 3 H), 2.23-2.31 (m, 2 H), 2.33 (s, 3 H), 2.51-2.63 (ra 
, 2 H), 2.78-2.87 (m, 1 H), 3.30(s, 2 H), 3.55 (s, 2 H), 4.38-4.60 (ro, 1 H) 
, 6.95 (d, J = 7.6 Hz, 1 H), 6.97(s, I H), 7. 13 (d, J = 7. 6 Hz, 1 H), 7.43 
(br-s, 1 H) 

25 (R) -1- (3, 5--^^ y^-^y-yW-4— fA-y^vW) -3- {if 
V y/VT 5 7) t'P^^y: 3 . 1 4 g . »4 5 % ( 3 - [ ( t e r t -Zf h * 

[3lJfc#J 3 3 ] (S) -3- [N- [3, ( h !^ yU) 

yy /u] £ y t g / - 1 - ( 4 - y p d vvu) e p y ^ (■(£•£•#>#-§• 

30 5) <D&f& 

3, 5-fy (H7;Utn^-^) /<y-A^n|J K (0. 0 6 0mmol 
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10 



15 



2 4 0 



) WfD^gS (0. 4mL) (S) -1- U-^aa^^u) - 

3- (fV^VTX;) h'ayz/y ( 0 . 0 5 Ommo 1) t MJ^fvUT^y ( 
0. 0 7 0mmol) O^D*M (l. 0 m L) ^f^D^lfc. Z(D&fcm& 
5®rffi®WLtc&, (T ^ / J ?vu) ^ ( i . 0 4 

mmol/ 5 0mg, 5 Ommo 1) SrADx., *g£#;£^T* 1 2 m^HkW L 
7c. SOS^^iHigU »-^DD^y (o. 5mL) -egfc#L7c 0 3lfg 
igfefSi:^^ i/?ua/?y (4mL) ^Dx, g«^2M NaOH7k?§ 
m (0. 5mL) (dT^LT^t-S^ildi?), (S) -3- [N- [3, 5 

*5/S>*) «fc**#*5) (14. 4m gs 57%) . mm* 

RPLC/MSt*fcfc (9 7%), ESI/MS m/ e 508. 0 (M + + H 
, C 22 H 20 C 1 F 6 N 3 0 2 ) 

mmm 34-239] 

3 3^&{d^oT^L7c 0 ESI/MSr^ t ifcft. te£VHxmZm 3 fr£ 



* 3 







5^3* 


ESI/MS m/e 


(mg) 




34 


5 


C22H2oClF 6 N 3 0 2 


508.0 


14.4- 


57 


35 


6 


C 2 iH 21 ClF 3 N 3 0 2 


440.0 


17.0 


77 


36 


7 


C 2 oH 21 BrClN30 2 


450.0 


17.7 


79 


37 


8 


C 20 H 21 ClFN 3 O 2 


390.0 


12.7 


65 


38 


9 


C2oH 20 Cl 3 N 3 0 2 


440.0 


39.0 


mmtb 


39 


10 


C 2 iH 24 ClN 3 0 3 


402.5 


23.5 




40 


11 


C 22 H 26 C1N 3 0, 


432.5 


22.4 




41 


12 


C 22 H 26 ClN 3 0 4 


432.5 


15.9 


74 


42 


13 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


13.1 


60 


43 


14 


C 21 H 24 C1N 3 0 2 


386. 0 


16.4 


85 


44 


15 


C 2 oH 2 iCl2N 3 0 2 


406.0 


15.7 


77 


45 ; 


16 


C 21 H 24 C1N 3 0 2 


402.0 


28.2 




46 


17 


C 20 H 20 C1 3 N 3 0 2 


442.0 


35.6 




47 


18 


C 21 H 21 C1N 4 0 2 


397.5 


22.8 
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48 


19 


C21H22CIN3O4 


416.0 


16.3 


78 


49 


20 


C21H20CI F4N3O2 


458.0 


24.9 




50 


21 


C 21 H 2 oClF 4 N 3 02 


458.0 


17.9 


78 


51 


22 


C 2 iH 2 oClF 4 N302 


458.0 


9.4 


41 i 


52 


23 


C 21 H 20 C1F 4 N 3 02 


458.0 


15.4 


67 


53 


24 


C 21 H 21 C1F 3 N 3 0 3 


456.0 


20.7 


91 


54 


25 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


18.5 


81 


55 


26 


C 2 oH 2 iClN 4 0 4 


417.0 


21.9 




56 


27 


C 20 H 21 ClN 4 O 4 


417.0 


16.8 


81 


57 


28 


C 20 H 21 ClN 4 O 4 


417.0 


6.8 


33 


58 


29 


C 22 H 20 ClF 5 N 3 O 2 


508.0 


20.8 


82 


59 


30 


C 21 H 21 C1F 3 N 3 0 2 


.440.0 


15.2 


69 


60 


31 


C 20 H 2 iBrClN 3 O 2 


450.0 


15.6 


69 


61 


32 


C 20 H 21 ClFN 3 O 2 


390.0 


11.8 


61 


62 


33 


C 2 oH 2 oCl 3 N 3 0 2 


440.0 


15.8 


72 


63 


34 


C 21 H 24 C1N 3 0 3 


402.5 


33.8 




64 


35 


C 22 H 26 C1N 3 0 4 


432.5 


56.1 




65 


36 


C 22 H 26 C1N 3 0 4 


432.5 


37.6 




| 66 


37 


C 21 H 2X C1F 3 N 3 0 2 


440.0 


12.6 


57 


67 


38 


C 2 iH 24 ClN 3 0 2 


386.0 


12.3 


64 


: 68 


39 


C 2 oH 2 iCl 2 N 3 0 2 


406.0 


15.9 


78 


69 


40 


C 2 iH 24 ClN30 2 


402.0 


11.6 


58 


70 


41 


C 2 oH 2 oCl 3 N 3 0 2 


442.0 


17.8 


81 


71 


42 


C 2 iH 21 ClN 4 0 2 


397.5 


22.4 




72 


43 


C 2I H 22 C1N 3 0 4 


416.0 


30.1 




73 


44 


C 2 iH 20 ClF 4 N 3 O 2 


458.0 


13.4 


59 


74 


45 


C 21 H 20 ClF 4 N 3 O 2 


458.0 


13.2 


58 


75 


46 


C 2 iH 2 oCl F 4 N 3 0 2 


458.0 


14.4 


63 


76 


47 


C 21 H 21 C1F 3 N30 3 


456.0 


16.4 


72 


77 


48 


C 2 iH 2 oCl F 4 N 3 0 2 


458 


16.5 


72 


78 


49 


C 20 H 21 ClN 4 O 4 


417.0 


12.5 


60 


79 


50 


C 2 iH 20 ClF 4 N 3 O 2 


458.0 


26.3 




80 


51 


C 20 H 21 BrClN 3 O 2 


450.0 


8.6 


38 


81 


52 


C 20 H 21 ClFN 3 O 2 


390.5 


4.1 


21 


82 


53 


C 20 H 21 Cl 2 N 3 O 2 


406.0 


5.4 


27 


83 


54 


C 2 oH 20 Cl 3 N 3 0 2 


440.0 


8.8 


40 


84 


55 


C 20 H 2 oBrCl 4 N 3 0 2 


440.0 


7.7 


35 


85 


56 


C 21 H 24 C1N 3 0 2 


386.0 


4.8 


25 


86 


57 


C 22 H 26 C1N 3 0 4 


429.5 


4.9 


23 
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87 



88 



89 



90 



91 



92 



93 



58 |C 20 H 21 Cl 2 N 3 O 2 



59 [C 20 H 21 BrClN 3 O 2 



60 
~6F 



C 26 H 26 ClN 3 0 2 



C 21 H 21 C1F 3 N 3 0 2 



62 



C 2 iH 24 ClN 3 0 2 



63 



C 22 H 26 C1N 3 0 2 



64 



C 2I H 21 C1N 4 0 2 
C 24 H 24 C1N 3 0 2 



406.0 



452.0 



448.5 



440.0 



386.0 



4.1 



3.5 



7.3 



7.1 



400.5 



397.0 



10.4 



6.0 



7.0 



20 



16 



33 



32 



54 
~30~ 



35 



422.0 



7.7 



36 



C 24 H 24 C1N 3 0 2 
C 20 H 20 ClF 2 N 3 O 2 



422.0 



6.3 



30 



96 
"~97~ 



98 



100 



101 



102 



68 



C 20 H 20 ClF 2 N 3 O 2 



69 |C 20 H 20 ClF 2 N 3 O 2 



70 C 20 H 20 ClF 2 N 3 O 2 



71 |C 22 H 26 C1N 3 0 4 



72 |C 21 H 21 C1F 3 N 3 0 2 



73 C 21 H 21 C1F 3 N 3 0 2 



408.0 



4.7 



408.0 



7.8 



408.0 



7.3 



408.0 



9.1 



429.0 



5.6 



456.0 



6.2 



456.5 



16.8 



23 



38 



36 



45 
26 
"27~ 
~1A~ 



C 22 H 24 C1N 3 0 4 
C 2l H 20 ClF 4 N 3 O 2 



430.0 



16.4 



76 



105 
T06~ 



76 C 2 iH 20 ClF 4 N 3 O 2 



77 



C 20 H 19 ClF 3 N 3 O 2 
C 20 H 19 ClF 3 N 3 O 2 



458.0 



16.1 



458.0 



426.0 



17.0 



16.2 



70 



74 
~76~ 



426.0 



18.0 



85 



C 22 H 20 ClF 6 N 3 O 2 
C 22 H 20 ClF 6 N 3 O 2 



508.0 



18.8 



74 



109 



110 



112 



113 



114 



115 



81 
~83~ 



|C 22 H 25 C1N 3 0 2 



C 20 H 2 iClN 4 O 4 



84 |C 20 H 21 ClN 4 O 4 



87 C 23 H 22 C1F 6 N 3 0 2 



88 



89 



C 22 H 23 C1F 3 N 3 0 2 
C 21 H 23 BrClN 3 0 2 



90 C 21 H 23 C1FN 3 0 2 



508.0 



16.4 



400.0 



417.0 



13.9 
16.0 



417.0 



522.0 



454.0 



466.0 



404.0 



21.6 



17.5 



13.9 



15.4 



10.7 



65 



70 



77 



67 



61 
"66* 
"53" 



C 21 H 22 C1 3 N 3 0 2 
C 22 H 26 C1N 3 0 3 



456.0 



13.7 



60 



118 
Tl9~ 



120 



93 



94 



C 23 H 28 C1N 3 0 4 
C 23 H 28 C1N 3 0 4 



416.0 



38.4 



446.0 



25.2 



446.0 



16.5 



74 



124 
T25" 



96 



97 



98 
~99~ 



C 22 H 23 C1 F 3 N 3 0 2 



C 22 H 2B C1N 3 0 2 



C 2i H 23 Cl 2 N 3 0 2 



C 22 H 25 C1N 3 0 2 



454.0 



16.3 



400.5 



16.7 



C 2i H 22 Cl 3 N 3 0 2 



420.0 



11.2 



416.5 



11.8 



454.0 



14 . 8 



72 
"84*" 



53 
57 



65 
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126 


100 


C 22 H 23 ClN 4 0 2 


411.0 


9.5 


46 


127 


101 


C 22 H 24 C1N 3 0 4 


430.5 


13.2 


61 


128 


102 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


13.1 


56 


129 


103 


C 22 H 22 ClF 4 N 3 0 2 


472.0 


36.5 




130 


104 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


22.8 


97 


131 


105 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


20.1 


85 


132 


106 


C 22 H 23 C1F 3 N 3 0 3 


470.0 


27.4 




133 


107 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


18.5 


78 


I 134 


108 


C 21 H 23 C1N 4 0 4 


431.0 


11.9 


55 


; 135 


109 


C 21 H 23 C1N 4 0 4 


431.0 


23.9 




136 


110 


C 21 H 23 C1N 4 0 4 


431.0 


24 .4 




137 


111 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


9.5 


36 


138 


112 


C 22 H 23 C1F 3 N 3 0 2 


454.0 


3.9 


17 


139 


113 


C 21 H 23 BrClN 3 0 2 


466.0 


7.5 


32 


140 


114 


C 21 H 23 C1FN 3 0 2 


404.0 


6.1 


30 


141 


115 


C 21 H 22 C1 3 N 3 0 2 


456.0 


6.6 


29 


! 142 


116 


C 22 H 26 C1N 3 0 3 


416.0 


4.8 


23 


143 


117 


C 23 H 28 C1N 3 0 4 


446.0 


6.4 


29 


144 


118 


C 23 H 28 C1N 3 0 4 


446.0 


24.6 




145 


119 


C 22 H 23 C1F 3 N 3 0 2 


454.0 


5.2 


23 


146 


120 


C22H 2 6C1N 3 02 


400.5 


4.4 


22 


147 


121 


C 2 iH2 3 Cl 2 N 3 0 2 


420.0 


7.8 


37 


148 


122 


C 22 H 26 C1N 3 0 2 


416.5 


14 . 1 


68 


149 


123 


C 2 iH 22 Cl 3 N 3 0 2 


454.0 


5.4 


24 


150 


124 


C 22 H 23 C1N 4 0 2 


411.0 


34.0 




151 


125 


C 22 H 24 C1N 3 0 4 


430.5 


32.0 




152 


126 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


4.6 


19 


153 


127 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


10.4 


44 


154 


128 


C 2 2H22C1F 4 N 3 0 2 


472.0 


7.3 


31 


155 


129 


C 22 H 22 01F 4 N 3 0 2 


472.0 


13.5 


57 


156 


130 


C 22 H 23 C1F 3 N 3 0 3 


470.0 


15.1 


64 


157 


131 . 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


8.6 


36 


158 


132 


C 21 H 23 C1N 4 0 4 


431.0 


4.4 


20 


159 


133 


C 21 H 23 C1N 4 0 4 


431.0 


32.0 




160 


134 


C 21 H 23 C1N 4 0 4 


431.0 


6.9 


32 


161 


135 


C 21 H 23 BrClN 3 0 2 


466.0 


7.8 


34 


162 


136 


C 2 iH 23 ClFN 3 0 2 


404.0 


13.7 


68 


163 


137 


C 2 iH 23 Cl 2 N 3 0 2 


420.5 


14.6 


69 


164 


138 


C 21 H 22 C1 3 N 3 0 2 | 


454.0 


17.7 


78 
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165 


139 


C 2 iH 22 BrCl 4 N 3 0 2 


454.0 


17.2 


76 j 


166 


140 


C22H26CIN3O2 


400.0 


15.0 


75 


167 


141 


C 2 3H 2 8C1N 3 04 


443.5 


13.9 


62 I 


168 


142 


C21.H2 3 C1 2 N 3 0 2 


420.0 


13.7 


65 | 


169 


143 


C 21 H 23 BrClN 3 0 2 


464.0 


16.1 


69 j 


170 


144 


C 27 H 28 C:iN 3 0 2 


462.0 


17.6 


.76 1 


171 


145 


C 22 H 23 ClF 3 N 3 0 2 


454.0 


16.0 


71 J 


172 


146 


C 22 H 26 C1N 3 0 2 


400.0 


14.9 


75 I 


173 


147 


C 23 H 2e ClN 3 0 2 


414.0 


16.2 


78 j 


174 


148 


C 22 H 23 C1N 4 0 2 


411.0 


14.9 


73 j 


175 


149 


C 25 H 26 C1N 3 0 2 


436.0 


17.1 


78 | 


176 


150 


C 25 H 26 C1N 3 0 2 


436.0 


13.1 


• 60 | 


177 


151 


C2iH 22 ClF 2 N 3 0 2 


422.0 


14.8 


70 1 


178 


152 


C 21 H 22 C1F 2 N 3 0 2 


422.0 


15.3 


73 j 


179 


153 


C 2 iH 22 ClF 2 N30 2 


422.0 


15.3 


73 1 


180 


154 


C 2 iH 22 ClF 2 N 3 0 2 


422.0 


16.4 


78 1 


181 


155 


C 2 3H 28 C1N 3 0 4 


443.0 


16.9 


76 J 


182 


156 


C 22 H 23 C1F 3 N 3 0 2 


470.5 


12.6 


54 1 


| 183 


157 


C 22 H 23 C1F 3 N 3 0 2 


470.0 


20.0 


85 I 


184 


158 


C 23 H 26 C1N 3 0 4 


444.0 


17.4 


78 I 


185 


159 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


18.4 j 


78 j 


186 


160-- ' 


C 22 H 22 C1F 4 N 3 0 2 


472.0 


19.6 


83 1 


187 


161 


C 2 iH 21 ClF 3 N 3 0 2 


440.0 


17.0 


77 | 


188 


162 


C 2i H 21 ClF 3 N 3 0 2 


440.0 


17.1 


78 


189 


163 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


20.8 


80 I 


190 


164 


C 23 H 22 C1F 6 N 3 0 2 


522.0 


2.7 


10 1 


191 


165 


C 23 H 28 C1N 3 0 2 


414.0 


16.4 


79 1 


192 


166 


C 2 2H 23 C1F 3 N 3 0 2 


454.0 


8.6 


38 1 


193 


167 


C 21 H 23 BrClN 3 0 2 


464.0 


11.6 


50 I 


194 


168 


c 2tH 23 Cl 2 N 3 0 2 


420.0 


11.5 


55 1 


195 


169 


C 21 H 22 C1 3 N 3 0 2 


454 .0 


10.0 


44 1 


196 


170 


3 22 H 22 C1F 4 N 3 0 2 


472.0 


10.4 


44 I 


197 


171 ( 


~2iH 23 Cl 2 N 3 0 2 


420.0 


8.9 


42 | 


198 




-21«24^-LW3^2 


386. 0 


10.3 


53 j 


199 


173 ( 


: 2 iH 23 cin 4 o 4 


431.0 


14.6 


68 | 


200 


174 ( 


:2 2 H 23 C1F 3 N 3 0 2 


454 . 0 


10.4 


46 J 


201 


175 ( 


: 21 H 23 BrClN 3 0 2 


464.0 


13.4 


58 | 


202 


176 C 


^2iH 23 Cl 2 N 3 0 2 


420.0 


12.7 


60 1 


203 


177 C 


: 2i H 22 Cl 3 N 3 0 2 


454.0 


13.2 



58 J 
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204 


178 


C 2 2H22C1F 4 N 3 02 


472.0 


12.9 


55 


205 


179 


C 21 H 2 3Cl2N30 2 


420.0 


13.3 


63 


206 


180 


C 2 iH 2 4ClN 3 02 


386.0 


24.2 




207 


181 


C 21 H2 3 C1N 4 0 4 


431.0 


1.0 


1 


208 


182 


C23H25CIF3N3O2 


4 68. 0 


15.1 


65 


209 


183 


C22H25BrClN 3 0 2 


478.0 


18.0 


75 : 


210 


184 


C 2 2^2 5CI2N3O2 


434.0 


16.3 


75 


211 


185 


C 2 2H2 4 C1 3 N302 


468.0 


18.6 


79 


212 


186 


C 2 3H 2 4C1F4N 3 02 


486.0 


16.5 


68 


| 213 


187 


C 22 H25C1 2 N302 


434.0 


14.4 


66 


I 214 


188 


C22H26C1N302 


400. 0 


14.0 


70 


1 215 


189 


C22H25C1N404 


445. 0 


16.8 


76 


216 


190 


C26H25C1F3N302S 


536.0 


17.7 


66 


217 


,191 


C 25 H 2 5BrClN 3 0 2 S 


546.0 


20.4 


75 


218 


192 


c 25 H 25 cl 2 N 3 o 2 s 


502.0 


16.9 


67 


1 219 


193 


C25H24C13N302S 


536.0 


18.3 


68 


; 220 


194 


C 2 6H 2 4C1F4N 3 02S 


554.0 


19.4 


70 


1 221 


195 


C 25 H 25 C1 2 N 3 0 2 S 


502.0 


19.1 


76 


222 


196 


C 2 5H 26 C1N 3 0 2 S 


468.0 


16.0 


68 


] 223 


197 


C 2 5H 25 C1N 4 0 4 S 


513.0 


18.4 


72 


224 


198 


C 26 H 25 C1F3N 3 0 2 S 


536.0 


13.9 


52 


! 225 


199 


C 25 H 25 BrClN 3 0 2 S 


546.0 


12.9 


47 


i 226 


200 


C 25 H 25 Cl2N302S 


502.0 


15.6 . 


62 


227 


201 


C 2 5H 2 4C1 3 N 3 0 2 S 


536.0 


17.3 


64 


| 228 


202 


C 26 H 24 C1F 4 N 3 0 2 S 


554. 0 


15.4 


56 


229 


203 


C 25 H 25 C1 2 N30 2 S 


502.0 


13.5 


54 


230 


204 


C 2 5H 26 C1N 3 0 2 S 


468.0 


13.7 


59 


231 


205 


C 25 H 25 C1N 4 04S 


513.0 


13.9 


54 


232 


206 


C 24 H 27 C1F 3 N30 4 S 


546.0 


10.0 


37 


| 233 


207 


C 2 3H 27 BrClN 3 0 4 S 


558.0 


17.1 


61 


! 234 


208 


C 23 H 27 C1 2 N30 4 S 


512. 0 


17.0 


66 


i 235 


209 


C 2 3H 26 C1 3 N30 4 S 


546.0 


7.3 


27 


: 236 


210 


C 24 H 2 6C1F4N 3 0 4 S 


564.0 


19.2 


68 


237 


211 


C 23 H 2? C1 2 N 3 0 4 S 


512.0 


7.9 


31 


238 


212 


C 2 3H 28 C1N 3 0 4 S 


478.0 


13.7 


57 


239 


213 


C 2 3H 27 C1N 4 0 4 S 


523.0 


5.5 


21 
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[ 
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2 4 6 



240] (R) -3 - T N- [3-7^n- 5 - (hV7A,*a* + 



3-7/M-D-5- (H)7;^d^;u) -<y^n^-(0. 0 5 8m 
mo 1) 0^ D n^y|g ( lmL) ^ (R) _ 1 _ (3> 5 _^^.^ 

- 3 - (^y^UT5/) t°ny^ (o. 0 
50mmo 1) *3 il>'fc^ y ^, y y ^ ( 58 mg) <D*nn*,UA 

(0. 2mL) k*J9xxxi*9* (0. 7 5mL) OJWfcJSOitfc. KftA*«* 
MT'2WLf:|, (1. OmL) MtlO^« 

Lfc. Var i a n™SCX*7A|C^U y*/~,u (i 6m 

L) iCXfafrLt^ ±m%)Z2M NH 3 <D*9/-,U (6mL) »»rc8ffl U ft 
«-tSrtJi«J:D, (R) -3- [N— [3-7/U^d-5- (MI7^b^ 
AO ^VVV^] *r T5/-1- ( 3 , 5 -5>**yl~f 

4-^,W<^) fny^ (fc**#*H9 1) (19. 5mg, 8 8%) 
15 #/c„ ffiSH RPLC/MSTWc-(lO0%) „ ESI/MS m/e 4 
4 3.2 (M + + H, C 20 H 22 F 4 N 4 O 3 ) 
iMMm 2 4 1 - 2 6 5 ] 

4 0O*SH:«omit ESI/MSf^ IR* J8.fctftt***4 

20 



* 4 







£*5t 


ESI/MS m/e 


J&ifc (mg) 


45?^ (ft) 


241 


1192 


C20 H22 F4 N4 03 


* 443.2 


19.2 


87 


242 


1193 


C20 H23 F3 N4 04 


441.0 


17.5 


79 


243 


1194 


C21 H22 F6 N4 03 


493.0 


20.4 


83 


244 


1 1195 


C19 H23 Br N4 03 


435.1 


16.8 


77 


245 


1196 


C19 H23 N5 05 ] 


402.2 


16.2 


81 


246 


1197 


C20 H22 F4 N4 03 


443.2 


17.6 


80 


247 


1198 


C19 H23 CI N4 03 


391.0 


16.5 


84 


248 


1199 


C20 H26 N4 03 


371.0 


16.1 


87 


249 


i-iUU C19 H22 C12 N4 03 


425.0 


18.0 


85 
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250 


1201 


C19 H22 F2 N4 03 


393.0 


16.6 


85 


251 


1202 


C20 H22 F4 N4 03 


443.2 


16.8 


76 | 


252 


1203 


C22 H24 F3 N3 03 


436.2 


17.1 


79 


253 


1204 


C23 H23 F6 N3 02 


488.2 


18.1 


74 1 


254 


1205 


C21 H24 Br N3 02 


430.0 


17.5 


81 


255 


1206 


C21 H24 N4 04 


397.0 


16.2 


82 


256 


1207 


C22 H23 F4 N3 02 


438.2 


17.5 


80 


257 


1208 


C21 H24 CI N3 02 


386.0 


15.8 


82 


258 


1209 


C22 H27 N3 02 


366.0 


15.7 


86 


259 


1210 


C21 H23 C12 N3 02 


420.0 


17.8 


85 


260 


1211 


C21 H23 F2 N3 02 


388.0 


16.3 


84 


261 


1212 


C22 H23 F4 N3 02 


438.2 


17.4 


80 


262 


1213 


C24 H24 CI F6 N3 02 


536.2 


24.0 


90 


263 


1214 


C23 H24 CI F4 N3 03 


486.2 


22.2 


91 


264 


1215 


C22 H24 C13 N3 02 


467.9 


20.9 


89 


265 


1216 


C22 H24 CI F2 N3 02 


436.0 


19.3 


89 



• mt&ffl 2 6 6] (R) -1- -3- [ [N— 

5 (R) -1- -3- (^U^75/) fay^y (i 

3 . 8mg, 0. 0 5 2 mm o 1 ) (D? dd^M (2mL) h V ^=f-;^ 

75V (0. 021mL, 0. 15mraol) , 4- 5 /) 

(lOmg, 0. 0 6 lmmo 1) , EDCI (10. 2mg N 0. 05 3mmo 
1) iJi^HOB t (7. 5m g, 0. 055mmol) £*ID;i7t 0 ^©Rj&fi^ 

10 tt&Sfi-ei 5V$fflMWLtz 0 mm%2M NaOH*«jJ (2mLX2) i^i 
7K (2mL) fCTifcfrU -^DD^y (3m L) fcffl^T P T F EBX^M L 
TftjftUfc. a^fif-i^ (R) -1- -3 - [ [N— (4 

-v^?vU7$ Jfl") ^Hvvl/) 7 5/] l^ay^y Mfcfr*#*9 5 2 
) %ntc (2 4. 9mg) , ®>m*. RPLC/MStWfc (91%) . ESI 

15 /MS m/e 4 15. 0 (M + + H N C 2 2 H 2 7 C 1 N 4 0 2 ) 

mmm 267-347] 

2 6 6©*SCaot^lSLfc, £^XhiXi*\ @t@tt(±i (Va r i an™ SCX 



WO 00/69432 
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*7i0 Sti« D v^ 77 ^ (HPLC-C 18 ) KJ:0««u B69«*:# 



* 5 









ESI /MS m/c 


- JlXfi (mg) 


iR* (%) 


267 


: 951 


C22 H24 CI N3 04 


430.0 


26.3 


AC MhJ 


268 


953 


C23 H29 CI N4 02 


429.0 


28.8 




269 


954 


C21 H25 CI N4 02 


401.0 


27.9 




270 


955 


C22 H27 CI N4 02 


415.0 


26.8 


At jh. try 


1 271 


956 


C21 H24 CI N3 03 


402.0 


10.3 


51 J 


272 


957 


C20 H22 CI N3 03 


388.0 


1.4 


7 j 


273 


958 


C21 H24 CI N3 03 


402.5 


1.2 


6 1 


274 


959 


C22 H25 CI N4 03 


429.5 


4.7 


22 | 


275 


960 


C23 H27 CI N4 03 


443.0 


10.9 


4 9 1 


276 


961 


C21 H25 CI N4 02 


401.0 


28.4 




277 


962 


C22 H27 CI N4 02 


415.0 


24.9 


Afcmoy J 


278 


963 


C21 H24 CI N3 03 


402.0 


4.4 


22 1 


279 


964 


C22 H24 CI N3 04 


430.0 


29.5 


AcMtfv I 


280 


965 


C23 H26 CI N3 04 


444.0 


27.2 


acmWv J 


281 


966 


C22 H24 CI N3 03 


414.0 


27.0 


AEmBv 1 


282 


967 


C23 H26 CI N3 03 


428.0 


27.0 


aESoU I 


283 


968 


C22 H23 CI N4 02 


411.0 


21.4 


Ar w wy i 


284 


969 


C23 H25 CI N4 02 


425.0 


27.6 


Ac Spy 1 


285 


970 


C22 H27 CI N4 02 


415.0 


28.6 


At35«J 1 


286 


971 


C23 H29 CI N4 02 


429.0 


27.9 


7&^§-#l 1 
Ac J&py § 


287 


972 


C20 H23 CI N4 02 


387.0 


26.2 


femm 1 


288 


973 


C21 H25 CI N4 02 


401.0 


26.8 


1 


289 


974 


C20 H23 CI N4 02 T 


387.0 


26.6 


£fi«j 1 


290 


975 


C21 H25 CI N4 02 


401.0 


28.2 


1 


291 


976 


C22 H23 CI N4 02 


411.0 


29.2 


1 


292 


977 


^23 H25 CI N4 02 


425.0 


29.5 


£ft#i 1 


293 


978 ( 


220 H21 Cl N6 02 


413.0 


2.2 


ii 1 


294 


979 ( 


:21 H23 CI N6 02 


427. 0 


10.2 


48 I 


295 


980 ( 


:22 H25 CI N4 03 


429.0 


28.8 


saw | 


296 


981 ( 


:23 H27 CI N4 03 


443.0 


11.9 


54 ~\ 


297 


982 ( 


:22 H27 CI N4 02 


415.0 


27.4 


«ft«J | 


298 


983 C 


:23 H29 CI N4 02 


429.5 J 


28.1 


fc&tf) 1 
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299 


984 


C21 H24 CI N3 03 


402.0 


27.7 




300 


985 


C22 H26 CI N3 03 


416.0 


28.6 




f 301 


1149 


C21 H28 N4 04 


401 


15.5* 


38 


302 


1150 


C21 H28 N4 03 


385 


10.9* 


28 


303 


1151 


C21 H25 F3 N4 03 


439 


17.3* 


39 


304 


1152 


C21 H24 F N5 03 


415 


12.7* 


30 


305 


1153 


C21 H24 CI N5 03 


430 


17.5* 


41 


306 


1154 


C22 H27 N5 03 


410 


20.6* 


50 


307 


1155 


C19 H23 F3 N4 04 


429 


13.8* 


32 


308 


1156 


C21 H30 N4 04 


403 


17.7* 


43 


309 


1157 


C18 H24 N4 03 S2 


409 


12.6* 


30 


310 


1158 


C19 H23 C12 N5 03 


440 


16.9* 


38 


311 


1159 


C22 H31 N5 06 


462 


38.6* 


85 


312 


1160 


C20 H26 Br N5 03 


464 


20.4 


45 


313 


1289 


C20 H27 N5 04 


403 


5.8* 


14 


314 


1290 


C21 H29 N5 03 


400 


6.9* 


17 


315 


1291 


C24 H28 N4 02 


405 


22.4 


68 


316 


1292 


C22 H27 Br N4 02 


461 


| 23.8 


15 


317 


1293 


C22 H23 F4 N3 02 


438 


20. 9 


59 


318 


1294 


C22 H23 F4 N3 02 


438 


20.8 


59 


319 


1295 


C23 H31 N3 03 


398 


17.5 


54 


320 


1296 


C20 H25 N3 02 S2 


4 04. . 


18.8 


58 


321 


1297 


C21 H24 F3 N3 03 


424 


18.1 


53 


322 


1388 


C21 H32 N6 03 


417 


7.4* 


24 


323 


1389 


C19 H22 N6 04 


399 


15.2 


48 


324 


1401 


C23 H25 CI N4 02 


425 


8.3* 


16 


\ 325 


1402 


C24 H32 N4 05 


457 


8.3* 


15 


326 


1403 


C20 H24 N4 02 


353 


14.8 


52 


j 327 


1404 


C20 H24 N4 02 


353 


17.0 


60 


328 


1405 


C21 H26 N4 02 S 


399 


17.3 


54 


329 


1407 


C22 H28 N4 02 S 


. 413 


19.1 


57 


330 


1410 


C19 H24 N4 03 


357 


9.7* 


59 


331 


1769 


C22 H26 CI F3 N4 05 


519 


11.6* 


20 


332 


1770 


C26 H28 C12 N6 04 


559 


13. 1* 


21 


333 


1771 


C26 H37 N5 04 


484 


12.7* 


23 


334 


1772 


C28 H39 N5 04 


510 


5.5* 


9 


335 


1773 


C28 H37 N5 04 


509 


6.2* 


11 


336 


1774 


C28 H34 N6 06 


551 


13.6* 


22 


337 


2039 


C19 H24 N4 02 


341 


5.2* 


14 
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33R 


£ Ufl u 


C22 H27 N3 04 


398 


2.0* 


5 


; 339 




C<£3 H29 N3 03 


396 


6.2* 


15 


340 




C25 H37 N3 02 


413 


2.6* 


6 


34 1 

•J T X 




C24 H31 N3 02 


394 


6.8* 


17 


342 


2044 


C25 H28 N4 04 


449 


8 . 7* 


lb 


343 


2045 


C26 H29 CI N6 04 


525 


11.4* 


19 


344 


2046 


C27 H32 N6 04 


505 


• 7.7* 


13 


345 


2047 


C28 H32 N4 04 


489 


10.0* 


18 


346 


2048 


C28 H37 N5 05 


524 


3.7* 


6 


347 


2049 


C28 H37 N5 04 


509 


5.3* 


9 



4 (R) -1- _ 3 _ r [N _ {2 _ T 

4) (DS-tiL 

(R) -1- (4-^B^<^) - 3 - Uf])i/,u7*;) HaWs (0 
. 0 5 0mmo l) 0#bd*w (2mL) fcjftfc, 2-7^-5-^dp$ 
MB (0. 060mL) t^yy D ^;^, K (0 . 0 6 0mmol 
) «r*P^fc. roSlSMj-gg^! 5W«Lfc, C Var i 
an™ 3CX*?Afc«U (l5mL) -CftfrLfc. 2 

M NH,£M*y-,w (5mL) »«£fflV^CSttlU Wt1"5 w t K: J: 9 , (R 
) -1- -3-.[N- 

^y^/U] 7?/] fny^ (fc**#*1 0 8 4) £#f c (i2. 7mg 
, 6 0%) 0 Mm*, RPLC/MSmt (8?%) 0 ESI/MS m/e 
4 2 1.0 (M + + H\ C 20 H 22 C 1 2 N 4 0 2 ) 
3 4 9-3 6 1] 

^MTvWMfy**^ (somg) o^dd*w (i mL) gi ^„ iTi 
a-es^$-&, mm. iitsriiaoxiaotg^^ esi/ms 
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m 6 









ESI/MS m/e 


*&g (mg) 


(%) 


349 


1085 


C 20 H 22 ClN 5 O 4 


432 . 0 


4 . 1 


19 


350 


1086 


C20H23CIN4O2 


387 . 0 


7 . 9 


41 


351 


1087 


C 22 H 23 ClN 4 0 2 


411. 0 


15. 0 


73 


352 


1088 


C18H20CIN3O3 


362.0 


12.9 


71 






^22"22 1 -'-*- 1 N4U2 


A 0 q ri 

y . u 


1 b . U 


75 


354 


1090 


C 22 H 26 C1N 3 0 3 


416.0 


15.8 


76 


355 


1091 


C 2 iH 2 4Cl 2 N40 2 


435.0 


10.9 


50 


356 


1092 


C2iH 24 ClN 5 04 


446.0 


7.9 


35 


357 


1093 


C 21 H 25 C1N 4 0 2 


401.0 


9.5 


47 


358 


1094 


C 23 H 25 C1N 4 0 2 


425.0 


15.8 


74 j 


359 


1095 


Ci 9 H 22 ClN 3 0 3 


376.0 


_13.5 


72 


360 


1096 


C 23 H 2 4C1FN 4 0 2 


443.0 


11.8 


53 


361 


1097 


C 23 H 2 8ClN 3 0 3 


430.0 


15.1 


70 



immm 3 6 2] (R) -l- -3- [ [N — (3-^ 

5 P^--4-p<^^<>^-Y/W ^"y^] r^y] eaiiv'y 1 0 9 

8) <?>£fi!c 

(R) -1- -3- (/!)-^75 7) fa ij -^y (0 

. 0 5 Ommo 1 ) <D? u □ ft;UJ± (l. 3 5m L) tter t --f $ J — >\> (0 
. 15mL) <D&m^ 3-7'v*-4-*?-;U$cM^m (0. 0 6 0mL) , *s 
10 y7°n \?>V-h>Vi$.*s4 % K (0. 0 6 0mmo 1) fcitfHOBt (0. 060 

mmoi) %toz.tz 0 ^<DKfom-g?vo$:M&.x°i 5mmmwLtz 0 r^-a-?^ 

Var i an™ S C X# 7 AJr^ffi U / ? / d d = l : l (12 

mL) ^^y-A- (12mL) T'SfcfrLfco 2M NH 3 (D>^/-yU 

(5mL) gi^V^^tUL, i^Sr t^«t9, (R) -1- 
15 v<ls*JtV) -3- [ [N— (3-/c ; t-4-^f/l"<>'^^) ^vvl/j T 
$/] eoy^ M^»fl 0 9 8) (1 1. 6mg, 5 0%) £#fc 0 MS 
tt s RPLC/MSt*Wc (9 4%). ESI/MS m/e 4 6 6. 0 (M + 
+ H, C 21 H 23 B r C 1 N 3 0 2 ) 
[MMM 3 6 3 - 5 7 2] 
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#fc 0 ESI/MSf-^, MX*. fcitm^SmrS,!;^ 
Tte^3^^tt, ^Wtl, ^^#^-1 4 15, 14 16, *5«fctfl 4 1 7 

^tSfl4 19:7. 9m g> ^3 8l ESI/MS m/e 419 
• 0 (C 20 H 23 C 1 N 4 0 2 S) 

ftm»1 4 20:7. lmg % M3 6%. ESI/MS m/e 399 
. 2 (C 23 H 26 N 4 0 2 S) 

ft^#^142 1:7. 4mg < W3 7% 1 ESI/MS m/e 404 
. 2 (C 19 H 2S N 5 0 3 S) 



* 7 



HJ6« 






ESI /MS m/e 


J&S (nig) 


(%) 


363 


1099 


C 20 H 20 BrClFN 3 O 2 


470.0 


3.1 


13 


364 


1100 


C 2 oH 2 oCl 2 FN 3 02 


424.0 


3.1 


15 


365 


1101 


C 21 H23C1IN 3 02 


512.0 


12.5 


49 j 


366 


1102 


C 2 iH 23 ClN 4 04 


431.2 


7.7 


36 


367 


1103 


C 22 H 2 6BrN 3 02 


446.0 


13.8 


62 | 


368 


1104 


C 21 H23BrFN 3 02 


450.0 


16.5 


74 


369 


1105 


C 21 H 23 ClFN 3 0 2 


404.2 


14.7 


73 


370 


1106 


C 22 H 2 6lN 3 0 2 


492.0 


18.5 


75 


371 


1107 


C 22 H 2 6N 4 0 4 


411.2 


15.2 


74 


372 


1108 


C 2 oH 25 BrN 4 0 3 


449.0 


12.8 


57 


373 


1109 


C 19 H 22 BrFN 4 0 3 


455.0 


16.2 


71 


374 


1110 


C 19 H 22 C1FN 4 0 3 


409.2 


14.4 


70 


375 


1111 


C 20 H 25 IN 4 O 3 


497.0 


17.9 


72 


376 


1112 


C20H25N5O5 


416.2 


14.9 


72 


377 


1113 


C 23 H 27 BrClN 3 0 2 


494.0 


16. 1 


65 


378 


1114 


C 22 H 24 BrClFN 3 0 2 


498.0 


20.2 


81 


379 ; 


1115 


C 22 H24C1 2 FN 3 02 


452.2 


18.6 


82 


380 


1116 


C 23 H 2? C1IN 3 0 2 


539.1 


21. 9 


81 


381 


1117 


C 23 H 27 C1N 4 0 4 


459.2 


18.7 


81 


382 


1171 


C 2 iH 23 BrClN 3 0 2 


466.0 


4.9 


21 


383 


1172 


-2 2 H 23 C1N 4 0 3 


427.2 


16.1 


75 
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384 


1173 


C 2 3H 25 C1N 4 03 


441.2 


22.8 




385 


1174 


C 20 H 22 ClFN 4 O 2 


405.2 


21.4 




386 


1175 


C 22 H 2 gBrN30 2 


446.0 


15.8 


71 


387 


1176 


C 23 H 26 N 4 0 3 


407.2 


17.6 


87 


388 


1177 


C 24 H 28 N 4 0 3 


421.2 


20.2 


96 


389 


1178 


C 21 H 25 FN 4 0 2 


385.0 


16.2 


84 


390 


1179 


C 2 iH25N 5 0 4 


412.2 


2.3 


11 


391 


1180 


C 2 3H 26 N 4 0 2 


391.0 


21.6 




392 


1181 


C 20 H 25 BrN 4 O 3 


451.0 


20.1 


89 


393 


1182 


C 21 H 26 N 5 0 4 


412.2 


13.3 


65 


394 


1183 


C 22 H 27 N 5 0 4 


426.2 


20.9 


98 


395 


1184 


C 19 H 24 FN 5 0 3 


390.0 


20. 0 




396 


1185 


C 19 H 24 N 6 0 5 


417.2 


18.2 


87 


397 


1186 


C 2 iH 2 sN 5 0 3 


396.2 


17.6 


89 


398 


1187 


C 23 H 27 BrClN30 2 


494.0 


22.1 


90 


399 


1188 


C 24 H 27 C1N 4 0 3 


455.2 


17.2 


' 76 


400 


1189 


C 25 H 29 C1N 4 0 3 


469.2 


21.1 


90 


401 


1190 


C 22 H 2G C1FN 4 0 2 


433.2 


20.4 


94 


402 


1217 


C 2 iH 2 oCl 2 F3N 3 02 


474.0 


38.5 


81 


403 


1218 


C 21 H 23 C1FN 3 0 2 


404.2 


35.6 


88 


404 


1219 


C 2 iH 23 Cl 2 N30 2 


420.0 


3.7 


9 


405 


1220 


C 2 oH 22 Cl IN 4 0 2 


513.0 


53.0 . 




406 


1221 


C 2 oH 2 iClF 2 N 4 0 2 


423.0 


38.7 


92 


407 


1222 


C 19 H 23 C1N 4 0 2 


375.2 


33.6 


90 


408 


1223 


C 26 H 26 C1N 3 0 2 S 


496.0 ! 


43.7 


88 


409 


1224 


C 20 H 2i ClN 4 O 5 


433.0 


40.6 


94 


410 


1225 


C 22 H 23 C1 F 3 N30 2 


454.2 


18.4 


41 


411 


1226 


C 22 H 2 gFN30 2 


384.0 


17.1 


45 


412 •. 


1227 


C 22 H 2 $C1N30 2 


400.2 


17.5 


44 


413 j 


1228 


C 2 iH 25 IN 4 0 2 


493.0 


23.3 


47 


414 | 


1229 


C 2I H 24 F 2 N 4 0 2 


403.2 


18.4 


46 


415 


1230 


C 20 H 26 N 4 O 2 


355.2 


15.7 


44 


416 


1231 


C 2 7H 2 9N30 2 S 


476.0 


20.9 


88 


417. 


\ 1232 


C 21 H 24 N 4 0 5 


413.0 


19.9 


96 


418 


1233 


C 20 H 22 ClF3N 4 O 3 


459.0 


19.4 


85 


419 


1234 


C 2 oH 25 FN 4 0 3 


389.0 


17.8 


92 ! 


420 


1235 


C 2 oH 2& ClN 4 0 3 


405.2 


18.7 


92 


421 


1236 


Ci 9 H 24 IN 5 0 3 


498.0 


23.9 


96 


422 


1237 


C 19 H 23 F 2 N 5 03 


408.2 


19.0 


93 
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1 O "3 O 


C19H25N5O3 


360.0 


16.3 


91 


AO A 




C25H28N4O3S 


481.2 


21.4 


89 | 


A 9S 


i 9 a n 

-LZ4 U 


C 19 H 2 3N 5 0 6 


418.0 


19.9 


95 


AO £ 


Iz 41 


C23H24CI2F3N3O2 


502.0 


22.5 


90 




1 0 d 0 


C23H27CIFN3O2 


432.2 


21.2 


98 




1<C 43 


C23H27CI2N3O2 


448.0 


21.6 


96 


A 9 Q 

fiz y 


T O A A 


C22H26CIIN4O2 


541.0 


26.4 


98 


4 "5 fi 


S njii: 

1^4o 


C 2 2H 25 C1F2N 4 02 


451.0 


21.3 


94 5 


4ol 


1246 


C21H27CIN4O2 


403.2 


19.4 


96 


432 


1247 


C2sH 3 oClN 3 0 2 S 


524.0 


24.7 


94 


433 


1248 


C 2 2H25C1N 4 0 5 


461.0 


20.7 


90 1 


434 


1249 


C20 H20 C12 N4 04 


451.0 


7.4 


33 jj 


435 


1250 


C21 H23 CI N4 04 


431.2 


15.5 


72 


436 


1251 


C19 H22 CI N5 05 


436.0 


22.9 


7£&$) 1 


437 


1252 


C23 H28 CI N3 02 


414.2 


17.9 


86 1 


438 


1253 


C24 H31 N3 02 


394.2 


15.8 


80 I 


439 


1254 


C22 H30 N4 03 


399.2 


17.3 


87 I 


440 


1255 


C20 H22 Br CI N4 02 


467.0 


21.3 


91 I 


441 


1256 


C21 H25 Br N4 02 


445.0 


20.7 


93 


442 


1257 


C19 H24 Br N5 03 ' 


450.0 


21.8 


97 I 


443 


1258 


C21 H25 CI N4 02 


401.2 


18.1 


90 | 


444 


1259 


C19 H24 CI N5 03 


406.0 


20. 1 


99 | 


445 


1260 


C23 H29 N3 03 


396.2 


16.8 


85 i 


446 ! 


1261 


C23 H30 CI N3 03 


432.2 


19.8 


92 1 


447 


1262 


C24 H33 N3 03 


412.2 


17.4 


85 I 


448 


1263 


C22 H32 N4 04 


417.2 


18.7 


90 I 


449 


1264 


C25 H26 CI N3 03 


452.2 


29.1 


£SW I 


450 


1265 


C26 H29 N3 03 


432.2 


18.1 


84 | 


451 


1266 


C24 H28 N4 04 


437.2 


19.3 


88 


452 


1267 


C2 3 H22C1F 3 N 4 0 3 


495.2 


20.6 


83 1 


453 


1268 


C2lH 2 3Cl 2 N303 


436.0 


17.5 


80 1 


454 


1269 


C 20 H 21 BrClN 3 O 3 


468.0 


19.2 


82 I 


455 


1270 ( 


" 2 oH 21 Cl 2 N 3 03 


422.2 


17.3 


82 S 


456 


1271 ( 






17. 1 


79 1 


457 


1272 < 


-24H2SF3N4O3 


475.2 


21.7 


91 


458 


1273 ( 


:22H26C1N 3 0 3 


416.2 


17.8 


86 1 


459 


1274 ( 


:2iH 24 BrN 3 03 


448.0 


19.5 


87 I 


460 


1275 ( 


^2lH24ClN 3 03 


402.2 


16.7 


83 | 


461 


1276 C 


'21H23FN404 


415.2 


18.1 


87 | 
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4 62 


1277 


C 22 H 24 F 3 N 5 0 4 


480.2 


20.3 


85 


4 63 


1278 


C 20 H 25 ClN 4 O 4 


421.2 


18.6 


88 


464 


1279 


C 19 H 23 BrN 4 0 4 


451.0 


21.3 


94 


4 65 


1280 


C 19 H 23 C1N 4 0 4 


407.2 


19.1 


94 


466 


1281 


C19H22FN5O5 


420.2 


19.1 


91 


467 


1282 


C 2 5H26C1F 3 N 4 03 


523.2 


25.0 


96 


468 


1283 


C23H27CI2N3O3 


464.2 


12.2 


53 


469 


1284 


C 2 2H25BrClN 3 0 3 


496.0 


24.1 


97 | 


470 


1285 


C22H25CI2N3O3 


450.2 


21.8 


97 


471 


1321 


C 20 H 2 oBrCl 2 N302 


486.0 


5.1 


21 


472 


1322 


C21H23CI2N3O2 


420.0 


10.5 


50 


j 473 


1323 


C20H20CI2IN3O2 


532.0 


7.1 


27 


474 


1324 


C 2 iH 24 ClN 3 0 3 


402.2 


22.2 




475 


1325 


C 21 H 26 C1N 3 0 3 


476.0 


22.2 


93 


476 


1326 


C20H21CIIN3O3 


514.0 


26.9 




477 


1327 


C 2 iH 25 ClN 4 0 2 


401.2 


24.2 




478 


1328 


C 21 H 2 3BrClN 3 0 2 


466.0 


23.1 


99 


479 


1329 


C 22 H26C1N 3 0 2 


400.2 


16.4 


82 


480 


1330 


C 2 iH 2 3ClIN 3 02 


512.2 


20.8 


81 


481 


1331 


C 21 H 24 N 3 0 3 


382.2 


19.6 




482 


1332 


C 2 8H 29 N 3 03 


456.2 


21.1 


93 


483 


1333 


C 21 H 24 IN 3 0 3 


494.0 . 


25.3 




484 


1334 


C 22 H 2 bN 4 0 2 


381.2 


19.0 




! 485 


1335 


Ci9H 2 2BrClN 4 0 3 


471.0 


25.8 




486 


1336 | 


C 2 oH 2 5ClN 4 0 3 


405.2 


18.5 


91 


487 


1337 


C 19 H 22 C1IN 4 0 3 


517.0 


23.1 


89 


488 


1338 


C 20 H 26 N 4 O4 


387.2 


20.6 




489 


1339 


C 26 H 28 N 4 0 4 


461.2 


23.7 




490 


1340 


C 19 H 23 IN 4 0 4 


499.0 


28.2 




491 : 


1341 


C 20 H 26 N 4 O 4 


386.0 


20.5 




492 


1342 


C 22 H 24 BrCl 2 N 3 0 2 


514.0 


27.2 


saw 


493 


1343 


C23H27CI2N3O2 


448.0 


21.4 | 


95 


494 


1344 


C 22 H 24 C1 2 IN 3 0 2 


560.0 


27.0 


96 


495 


1345 


C 23 H 20 C1N3O 3 


430.2 


23.8 




496 


1346 


C 2 2H 2 5C1IN 3 0 3 


542.0 


29.4 




497 


1347 


Ci 9 H 22 ClN 3 0 2 S 


392.0 


16.9 


43 


498 


1348 


C20H25N3O2S 


372.2 


6.9 


19 


499 


1349 


C 18 H 24 N 4 0 3 S 


377.2 


8.1 


43 


500 


1350 


C 21 H 26 C1N 3 0 2 S 


420.0 


13.0 


62 
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I 501 


! 1351 




509.2 


5.0 


10 1 


502 
1 503 


1352 




489.2 


3.6 


15 


1 504 


1353 


W 1 « 2 6 *5 1 fJ ^Vj 4 


494.0 


2.8 


11 I 


1 505 


1354 


^24"28DrClN403 


537.2 


5.2 


19 j 


1 506 


1355 


i^zi n<£z CI No 02 


412.0 


25.5 






1356 


c<£Z n^o No 02 


392.0 


16.5 


84 j 


1 507 
1 508 


1357 


H24 No 03 


397.2 


19.9 




1 509 


1 ISft 


nzo C± N5 02 


440.2 


21.8 


99 j 


1 510 


1 Ifift 

\ 1 QCQ 


C21H20CI2F3N3O2 


i 474.0 


18.4 


78 . 1 


1 511 




C24H 2 4C1F 6 IN 3 04 


568.0 


24.1 


85 1 


St «J x i 


inn 
io / u 


Ci 8 Hi9BrClN30 2 S 


458.0 


19.4 


85 1 


1 51 9 
1 511 


1171 


C 26H26C1N 3 0 4 S 


512.2 


22.1 


86 1 


I JJ.O 

1 514 


1 Q70 
Jl3 f <L 

>! 1 OTO 


C26H26CIN3O2 


448.0 


19.1 


85 S 




lo / J 


C22H23CIF3N3O2 


454.2 


16.2 


71 I 


1 51 S 
1 516 




C25H27F6lN 3 0 4 


548.2 


22.1 


81 j 


1 517 


1 ,3 / 0 


Ci9H 2 2BrN 3 0 2 S 


436.0 


17.1 


7 8 H 


1 S1 R 


±■3/0 


C27H29N3O4S 


492.0 


19.4 


79 I 


1 JIO 

1 5 1 Q 


1 QTT 

1j / / 


C27H29N3O2 


428.2 


18.1 


85 I 


■ j i " 

1 s?n 


±o /o 


C2oH22ClF 3 N 4 0 3 


459.0 


17.3 


75 j 


■ Ji u 

1 S?1 


ij / y 


C23H26F 6 IN 4 0 5 


553.2 


21.0 


76 j 


| J ^ X 


i nan ! 
1 JoU 


Ci7H 2 iBrN40 3 S 


443.0 


16.4 


74 | 


I -> £- 


1 OQI 1 


C25H28N4O5S 


497.0 


18.4 


74 1 


| D£3 
1 ^94 


1 Q O 1 

1J82 


C25H28N4O3 


433.2 


17.3 


80 1 




1 OQO 


C23H24CI2F3N3O2 


.502.0 


20.0 


80 I 


■ jz j 


±oo4 


C 2 oH23BrClN 3 0 2 S 


486.0 


21.0 


87 | 


1 J^D 


looO 


C28H30CIN3O4S 


540.2 


23.8 


88 j 


I 528 


loo 0 


C28H30CIN3O2 


476.0 


20.0 


84 | 


1 529 


14 11 


O22H24CI2N4O3 


463.0 


0.4 


2 | 




±4 ±£ I 


"23H 2 7C1N 4 0 2 


443.0 


1.3 


6 I 


S 530 
1 531 


1 A 1 *3 / 
13 1>5 ( 


-2lH 26 ClN504 


448.0 


1.1 


5 1 


1 519 


1/11/1 /" 
XH XH C 


-24H28C12N403 


491.0 


0.8 


3 1 


i joe 
1 511 


14 10 ( 


-2iH 2 2ClN 5 0 2 S 


444.0 


6.8 


31 1 


1 sJ o o 


1 /I 1 £ r 

141b C 


'22H25N5O2S 


424 .0 


4.8 


23 1 


534 


1417 C 


:2oH2 4 N 6 0 3 S 


429.2 


A ^ 
4.0 


21 ! 


535 


1418 C 


'23H26C1N502S 


472.0 


• 10.4 


44 


536 


1423 C 


,27 H26 CI N3 03 


476.0 


23. 9 




537 


1424 C 


27 H29 N3 04 S 


456.2 


28.0 


£Sft J 


538 


1425 C 


26 H28 N4 04 


461.2 


22.3 


97 I 


539 


1426 C 


29 H30 CI N3 03 504.2 


26.8 j 
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540 


1583 


C21 H22 CI F3 N4 02 


455.0 


14. 6 


64 


541 


1584 


C21 H22 CI F3 N4 03 


471.0 


17.4 


74 | 


542 


1585 


C19 H20 Br CI N4 02 


453.0 


15.6 


j 69 


543 


1586 


C19 H20 C12 N4 02 


407.2 


2.3 


11 


544 


1587 


C26 H26 CI N3 03 


464 .0 


15.4 


66 


545 


1588 


C20 H23 CI N4 02 


387.0 


14.8 


77 


546 


1589 


C22 H25 F3 N4 02 


435.2 


11.1 


51 


547 


1590 


C20 H25 F3 N4 03 


451.2 


16.3 


72 


548 


1591 


C20 H23 Br N4 02 


433.0 


15.4 


71 


549 


1592 


C20 H23 CI N4 02 


387.0 


15.6 


81 


550 


1593 


C27 H29 N3 03 


444 .2 


14.8 


67 


551 


1594 


C20 H24 F3 N5 03 


440.2 


16.2 


74 


552 


1595 


C20 H24 F3 N5 04 


456.2 


15.4 


68 


553 


1596 


C18 H22 Br N5 03 


436.0 


15.6 


72 


554 


1597 


C18 H22 CI N5 03 


391.8 


14.4 


73 


555 


1598 


C25 H28 N4 04 


449.2 


15.9 


71 


556 


1599 


C19 H25 N5 03 


372.2 


15.8 


85 


557 


1606 


C21 H21 CI F3 N3 02 S 


472.0 


17.0 


72 


558 


1607 


C21 H21 CI F3 N3 02 S 


452.2 


15.3 


68 


559 


1608 


C20 H23 F3 N4 03 S 


457.2 


15.9 


70 


560 


1660 


C21 H22 Br F3 N4 02 


501.0 


19.0 


76 


561 


1661 


C21 H22 Br F3 N4 03 


517.0 


16.2 


63 


562 


1662 


C20 H21 Br F2 N4 02 


469.0 


15.1 


65 


563 


1663 


C20 H22 Br CI N4 02 


467.0 


14.5 


62 


564 


1692 


C20 H23 Br2 N3 03 


514 


7.3 


28 


565 


1693 


C22 H26 F2 N4 02 ; 


417 


16.2 ! 


78 


566 


1694 


C22 H27 F N4 02 j 


399 


21.8 




567 


1695 


C22 H27 Br N4 02 


459 


24.5 




568 


1696 


C22 H27 I N4 02 


507 


27.4 




569 


1697 


C22 H27 Cl N4 02 


415 


22.1 




570 


1698 


C23 H27 F3 N4 03 


465 


24.3 




571 


1699 


C23 H27 F3 N4 02 


449 


25.3 




572 


1700 


C22 H25 Br Cl N3 02 


480 


17.8 


74 



0iJx.fi, ft^Wf 1 5 8 311 TfflcONMRSr^L^o 'H NMR (4 0 0M 
Hz, CD 3 OD) 5 1.64-1.72 (m, 1 H), 2.20-2.30 (m, 1 H) , 2.41-2.51 (m, 
2 H), 2.71-2.78 (m, 2 H), 3.59(dd, J = 15.4, 12.9 Hz. 2 H), 3.94(s, 2 H), 4 
5 .35-4. 41 (m, I H), 6.82 (d, J = 8. 6 Hz, 1 H), 7.29 (s, 4 H). 7.40 (dd, J = 8 
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• 6, 1.7 Hz, 1 H), 7.85 (d, J = 0. 96 Hz, 1 H) 
tiWN] (S) - 3- [N- [3- j±J LZ± ^ L1M » 

D W\ T $ j b°p y i?y<pfr& 

(S) -1- (4-^DX>^) _ 3 _ [N _ [3 _ {hV7 ^ ajl ^ 

5 ) ^y^u] T^b-ny^ (2 . 93g% 6 . 66mmoI) t 

Pd (OH) 5%W/^y^ (70mL ) l« 60 tt3W 

2M NaOHil (lOOmL) ZMx., ***** (lOO mL X 3 ) Tttffl 

^T5>=8 5 : 1 0:5-6 0:3 0:5) T«»r* - Jt ^ ( S ) -3 
- [N- [3- (Fy 7 ;^n^;v) -c^^/u] jry^] T 5/fc°oy^> 
(1. 70g, 81%) ^^tUTffc, 'H NMR (CDC 1 „ 2 7 OM 
Hz) 6 1.76 (d, J = 7.3 Hz, 1 H), 2.07-2.25 ( m , 1 H), 2.81-2.98 (m, 2 H) 
\ 3.02-3.11 (m, 2 H), 4.12 (s, 2 H), 4.41 (br, TH), 6.90 (br, 1 H), 7.45 ( 
br, 1 H), 7.58 (dd, J = 7. 3# J: IR 3 Hz, 1 H), 7.77 (d, J = 7. 3 Hz, 1 H), 8 
•02(4 J =7.3 Hz, 1H), 8.11(3, 1 H) ; ESI/MS m/e 3 1 6 . 0 (M 
+ + H, C 14 H 16 F 3 N 3 0 2 ) 

S&fc, (R) -3- [N— [3- (hy7^ D ^;U) ^^,t/] ^y ^ 
20 A,] 7 5 ; f d J) ^>^t5»J;re^j^ f ^ Ti }j e ^ i( ^ oT ^ 
<*Lfc 0 1. 4 9g. 6 8%;» (1 (S ) t>Vk&VH NMR 

<tES I/MS£^Lfc 0 
SfeK, (R) - 3 - [ N - [2-T57-5- (hP7**D^*) «W 

WoT ^ Lfc » 3l6mg, 9 3%; ESI/MS m/e 3 3 1. 2 ( 
M + + H. C 14 H 17 F 3 N 4 0 2 ) 

S&fc, (R) -3- [N— [2- (ter t - 7 h *i,*A*t=A,T 5 / ) - 

R (CDC 1 3 , 4 0 0MHz) 6 1.51 (s, 9 H), 1.60-1.70 (m, 2 H), 2.10-2. 
25 ( m . l H), 2.80-2.88 (m, 1 H), 2.89-2.98 ( m , , H), 3.04-3.18 (m, 2 H), 4. 



15 



25 



30 
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05 (d, J - 4.9 Hz, 2 H), 4.43 (br, 1 H), 6.15 (br, 1 H), 7.03 (br, 1 H), 7. 
32 (d, J = 9.3 Hz, 1 H), 7.38 (s, 1 H), 8.42 (d, J = 9. 3 Hz, 1 H) 

[MM® 5 7 3] (R) -3 - [ [N- [2- (ter t-/^->j;;V/lf^ 
T$y) -5-h!)7/^P^f/^y/^^) Wysis] 7%J] -l- (4- 
5 ^pg 

(R) -1- -3- (^y^yUT^y) t'n^i/y (5 

. O gl 18. 7mmol) O^BB^y (lOOmL) h!)xf;u 
7$ V (2. 9m L, 20. 5 mm o 1) % 2- (ter t -~f Y If-i/jtHUifi—jU 
10 7^7) -5- (M)7;vtn^^) $,|Si (6. 27 g> 20. 5mmol 
) , EDC I (3. 9g, 20. 5mmol) fci^HOB t (2. 8 2 0. 
5mmol) &AP^fc 0 ::©R£i!g£tt&mfiT?-iftffi#Lfc. 
2M NaOH*iI (8 0mL) £JPx. % n n y ^ yfttfU Lfc 0 r<Dttffl 
l3^i*Na 2 S0 4 tej|, mmLtc a *7i^Bv^77^ (SiO z 

15 % ~-*y->/ffim^»= I : 1-1 : 4) T^tH- 5> ^ (C J; *) , tR) -3- 
[ [N— (2- (ter t -7"b^->^Wf =;l/7? / ) - 5 - Ml ;7/M-d y 
/I^^j/^/U) ^y^/H 75/] -1- (4 n n-O-v?^) fa y v?V (9 
. 41 g> 9 1%) 5:efe7W7XWiLTif;„ ESI/MS m/ e 
5 5 5. 2 (M + + H, C 26 H 30 C 1 F 3 N 4 0 4 ) 
20 [#^0ij5] (R) -3- [ [N — (2- (ter t-^h^-^^=;V7? 

-5- hV 7As*u*?-A"<^J>(AS) £V_W] T±Z2 t°uV i/>-(D£-f& 
(R) -3 - [ [N— (2- (ter t-7h*^#^7;7) -5 - h 
^yM-D^f/^y^^) ^Dv'/l'] 757] -1- (4-?on^y-y» 
tfo y W (6. 3 g, 11. 4ramol), P d (OH) 2 (1. 6 8 g) , 
25 (3. 7mL) /—A* (80mL) <DM&V0% 5 O^T*- WStW Ltc 0 

lH^Sr^liLfco *7^nvfy 7 7^ (Si0 2 , «xfyU/y^y^= 
5:1-4:1) X'ffi §£1" 5 ^ t (C X 9 (R) - 3- [ [N — (2- (ter t - 
7 Y^riyi]^=-JVT ^ 7) -S-f^^n^f/^yy*^^) ^y-^vM T 
30 ^7] t°oy v?> (4. 4 2 g, 9 0%) £6£@{*<b LTt#fc 0 'H NMR (C 
DCI3, 4 0 0MHz) 5 1.48 (s, 9 H), 2.0-2.4 (m, 2 H), 3.42-3.71 (m, 5 
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H), 4.00-4.22 ( m , 2 H). 4.56 (br, 1 H), 7.48 (d, J = 9.0 Hz. 1 H). 7.93 (s 
. 1 H), 8.17 (br, 1 H), 8.33 (d, J = 9. 0 Hz, 1 H), 8.45 (br 1 H) 

(S) - 3- [N— [3- (h!)7^0^ ;i/ ) ^JJ,V\ ?»i/,u] T% 
(0. 06mmol) <DT±h=h9A> (l. l mL ) (t v< 

y^/yw *y**w, (2 . 6 _ 2 . 8mmo 1/g 30mg) ^ ^ 

(0. 0 5 0mmo.) Wth^J^ ( 0 . 4mL ) 

*«fc:T|Sfc&U Lfc„ (1. 0mL ) L 

, 7x=; K y^F (0. OOSmL, 0. 05 m mol) ^fc o ^ 
KiteTlWU V.rl.n" SCX*5AK«U y*/-^ ( 
15mL) fcT»Lfc. 2M NH 3 ^^^ (6mL) 

wr*ttlU (S ) -i-^^_ 3 _ [N _ (3 _ (hy 

'^^^ -<W»1 *9W TS/euyw (ftWW2 3 9) 

(9. Omg, 4 4%) . »RPLC/MSIcmfe (9 9%) . E 
SI/MS m/e 4 0 6. 0 (M + + H, C 21 H 22 F 3 N,0 2 ) 
C««5 7 5] (R) -1- U-^/^O^ _ 3 _ r fN _ i3 _ ± 

20 8) cp^fife 

(R) -3- [N- [3- (HJ7/^ D ^f;V) ^<>^yu] ^> /U ] T5 
/fny^(o. OSOramol), 4-7f;M^WtK(0. 18m 
mo 1) , NaBH 3 CN (0. 23mmo 1) (l. 85mL) 

eaftfcfclMI (0. 06 0n,L) tJD^fc. :«^lBOtfl2^ 
«*Lfc. SihlWU Var i an- SCX* 7 ^ U ^y-^ ( 
15n,L) KT«»Lfc, feftfl*. 2M NH,^^^ (5mL) 

^xmau mmr*zt££9 s (r) -i- u-t^,^^) -3- c 

#W * 1 648) *#fc(20. 6 mg . 89 o/o) . «ttRPLC/MStT 
30 ^(9 1»/o) tE Sl/MS m/e 4 6 2. 2 (M + + H > C 25 H 30 F 3 N 

3 o 2 ) 
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\mmm 576-738] 

(hplc-c 18 ) *m^xffim-rz>zb\z£ <o smm&mtc, e 
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»*5S 


ESI /MS m/e 


1R* (mg) 


j l&m (%) 


576 


240 


C21H21F4N3O2 


424.0 


10.2 


; 48 


577 


241 


C 21 H 21 C1F 3 N 3 0 2 


440.0 


12.1 


55 


578 


242 


C21H20CI2F3N3O2 


474.0 


13.9 


59 


579 


243 


C21H20CI2F3N3O2 


474 .0 


13.8 


58 


580 


244 


C2?.H24F 3 N 3 0 2 


420.0 


13.1 


62 


581 


245 


C 2 iH 2 iF 4 N302 


424.0 


11.9 


56 


582 


246 


C 2 iH2iClF 3 N 3 0 2 


440.0 


8.5 


39 j 


583 


247 


C21H20CI2F3N3O2 


474.0 


10.5 


44 | 


584 


248 


C22H24CF3N3O3 


436.0 


11.0 


51 | 


585 


249 


C 22 H 2 iCl F$N 3 02 


474.0 


12.8 


54 


586 


250 


C22H24F 3 N 3 0 2 


420.0 


11.0 


52 


587 


251 


C21H21F4N3O2 


424.0 


13.5 


64 


588 


252 


C22H24 F3N3O3 


436. 0 


11.8 | 


54 


589 


253 


C22H 24 F3N 3 0 2 


420.0 


11.1 


53 


590 


254 


C 2 iH2oClF 3 N 4 0 4 


485.0 


2.4 


10 


591 


255 


C2iH2iF 3 N 4 0 4 


451.0 


12.2 


54 


592 


256 


C 2 iH 21 F 3 N 4 0 4 


451.0 


11.4 


51 


593 


257 


C 2 2H 2 iF 6 N 3 02 


474.0 


11.1 


47 


594 


258 


C 24 H 2 6F 3 N 3 0 4 


478.0 


15.3 


64 


595 


259 


C 22 H 23 C1F3N 3 0 2 


420.0 


6.4 


31 


596 


260 


C 2 iH 2 oCl 2 F3N302 


474.0 


12.1 


51 


597 


261 


C22H21CI F6N3O2 


474 .0 


13.6 


57 


598 


262 


C 2 iH 2 iBrF3N30 2 


484 .0 


15.2 


63 


599 


263 


C2iH 2 iBrF 3 N 3 02 


484.0 


14.5 


60 


600 


264 


C27H26F3N3O3 


498.0 


9.3 


37 


601 


265 


C 2 iH 2 iBrF 3 N302 


484.0 ! 


11.6 


48 


602 


266 


£22^22 F3N3O4 


450.0 


8.9 


40 


603 


267 


C 22 H 24 F 3 N 3 03 


436.0 


10.3 


47 
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1 ac\ a 
1 ^04 

1 £n ^ 


1 268 


IC23H25F3N4O3 


463.0 


6.3 


27 j 


1 £D£ 


I 2 69 * 


C22H24F3N3O4S 


484.0 


8.0 


33 J 


1 QUO 

is ac\n 


1 270 


IC23H24F3N3O4 


4 64.0 


8.9 


38 j 


1 DU / 


1 271 


C21H20F5N3O2 


442.0 


6.1 


28 I 


1 dUo 
1 cno 


1 272 


IC21H22F3N3O3 


422.0 


13.6 


59 j 


1 buy 

I £. n r» 


1 273 


C22H21F3N4O2 


431.0 


12.6 


59 1 


1 olu 


r 274 


|C22H2iF 3 N 4 0 2 


431.0 


; 7.7 


36 1 


1 


j 275 


C22H 2 iF 3 N 4 0 2 


431.0 


12.7 


59 j 


1 612 
1 613 


1 276 


| C 2lH 2 oF 5 N 3 0 2 


442.0 


11.7 


53 j 


I 614 


i 277 


IC27H26F3N302 


482.0 


9.5 


39 1 




1 278 
1 279 


IC23H24F3N304 


464.0 


13.0 


56 I 


1 615 


1 280 


C22H 2 iF 6 N 3 03 


490.0 


10.4 


42 ! 


1 616 
1 617 




| C 22H2lF 6 N 3 0 3 


490.0 


12.0 


49 J 


1 618 


I 281 


IC22H22F3N304 


450.0 


4.9^ 


' 22 1 




282 


C25H3()F3N 3 02 


462.0 


12.0 


52 H 


S 619 
1 620 


1 283 


C 20 H 23 F 3 N 4 O 3 


425.0 


j 8.1 


38 1 


1 621 


! 284 


C27H25C1F3N302 


516. 0 


4.8 


19 s 




j 285 


C2iH22F 3 N 3 0 2 


406.0 


4.8 


24 1 


! 622 

1 623 


1 286 


C 2 iH 21 F 4 N 3 0 2 


424.0 


4.5 


\ 21 | 


1 624 


287 


C2iH 2 iClF 3 N 3 02 


440.0 


5.8 


26 




288 


C 2 iH 20 Cl 2 F 3 N 3 O 2 


474.0 


8.1 


34 | 


j 625 


289 j 


C 2 iH2oCL 2 F 3 N 3 02 


474.0 


8.0 


34 j 


1 626 


290 


C 22 H 24 F 3 N 3 0 2 


420.0 


6.0 


29 | 


1 627 \ 


291 


C2iH 21 F 4 N 3 0 2 


424.0 


6.2 


29 1 


1 628 1 


292 


C 2 iH 21 ClF 3 N 3 0 2 


440. 0 


4.5 


20 j 


1 629 1 


293 


C 2 iH2oCl 2 F 3 N 3 02 


474.0 


5.1 


22 1 


1 630 | 


294 


C 2 2H2 4 CF 3 N 3 0 3 


436.0 


4.2 


19 | 


1 631 1 


295 


: 22 H 21 C1F 6 N 3 0 2 


474.0 


6.0 


25 I 


1 632 I 


296 ( 


^22 H 2 4 F 3 N 3 0 2 


420.0 


4.3 


21 1 


1 633 I 


297 ( 


-2iH 2 iF 4 N 3 0 2 


424.0 


8.2 


39 f 


1 634 1 
I 635 1 


298 ( 


- 22 H 24 F 3 N 3 0 3 


436.0 


12.2 


56 | 




299 ( 


D 22 H 24 F 3 N 3 0 2 


420.0 


8.1 


39 1 


1 636 j 


300 ( 


'2iH 2 oClF 3 N 4 0 4 


485.0 


13.7 


57 1 


1 637 1 
1 638 1 


301 C 


FiN>iOi. 

'cl ll i\'- 3 i,| 4 ,w '4 


451.0 


15. 1 


67 | 




302 C 


'2iH 21 F 3 N 4 0 4 


451.0 


16.6 


74 1 


1 639 I 


303 C 


'22H2lFgN 3 02 


474.0 


12.6 


53 1 


I 640 1 


304 C 


24H 26 F 3 N 3 0 4 


478.0 


14.5 


61 1 


I 641 j 


305 C 


22H 23 C1F 3 N 3 0 2 


420.0 


8.4 


37 I 


642 I 


306 C 


2 1 H 20 Cl 2 F 3 N 3 O 2 


474.0 


13.5 


57 1 
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643 


307 


CzzHziClFgNaOz 


474.0 


3.7 


16 


644 


308 


C 21 H2iBrF3N 3 0 2 


484.0 


7.2 


30 


645 


309 


C 2 iH2iBrF3N 3 02 


484.0 


6.7 


28 i 


646 ; 


310 


C27H26F3N3O3 


498.0 


4.2 


17 


647 


311 


C2iH 2 iBrF3N 3 0 2 


484.0 


6.3 


26 


648 


312 


C22H22F3N3O4 


450.0 


2.4 


11 


649 


313 


C 2 2H2<F3N30 3 


436.0 


1.9 


9 


650 


314 


C 2 3H25F3N 4 0 3 


463.0 


5.0 


22 j 


651 


315 


C22H24F3N 3 0 4 S 


484 .0 


2.5 


10 


652 


316 


C23H24F3N304 


464.0 


3.3 


14 


653 


317 


C21H20F5N3O2 


442.0 


4.5 


20 


654 


318 


C21H22F3N303 


422.0 


7.9 


34 


655 


319 


C 2 2H2iF 3 N 4 02 


431.0 


6.5 


30 


656 


320 


C22H21F3N402 


431.0 


14.2 


66 


657 


321 


C22H21F3N402 


431.0 


14.9 


69 


658 


322 


C21H20F5N3O2 


442.0 


13.6 


62 


659 


323 


C27H26F3N302 


482.0 


3.9 


16 


1 660 


324 


C23H24F 3 N 3 0 4 


464.0 


15.2 


66 


661 


325 


C22H2iF 6 N 3 0 3 


490.0 


16.1 


. 66 


662 


326 


C 2 2H2iF 6 N 3 03 


490.0 


13.6 


56 


663 


327 


C22H22F3N304 


450.0 


5.4 


24 


664 


328 


C25H30F3N3O2 


462.0 


10.9 


47 


665 


329 


C 2 oH23F 3 N 4 0 3 


425.0 


12.0 


. 57 


666 


986 


C27 H25 CI F3 N3 02 


516.0 


1.5 


6 


667 


1118 


C28 H27 F3 N4 03 


525 


21.5 


62 


668 


1119 


C22 H24 F3 N3 02 S 


452 


16.9 


57 


669 


1120 


C23 H26 F3 N3 04 


466 


20.5 


67 


670 


1121 


C22 H23 F3 N4 04 


4 65 


16. 8 


55 


671 


1122 


C28 H36 F3 N3 02 


504 


21.0 


63 


672 


1123 


C25 H23 Br F3 N3 02 


534 


26.6 


75 


673 


1124 


C19 H19 F3 N4 05 


441 


21.3 


73 


674 


1133 


C23 H26 F3 N3 04 


467 


33. 6 


84 


\ 675 


1134 


C24 H28 F3 N3 05 


496 


34.8 


82 


676 


1135 


C22 H21 F3 N4 06 


495 


32. 6 


77 


677 


1136 


C23 H24 F3 N3 05 


480 


36.6 


89 


678 


1137 


C22 H21 Br F3 N3 04 


529 


30.8 


69 


679 


1138 


C24 H2 6 F3 N3 02 


446 j 


32.7 


86 


680 


1139 


C22 H24 F3 N3 02 


420 


18. 6 


51 


681 


1140 


C21 H20 F3 N5 06 


496 


20.5 


49 
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I 683 






1 1141 
| X X *! X 


C25 H24 F3 N3 02 


456 


| 22.5 


58 1 




S 114 9 


C25 H24 F3 N3 02 


456 


21.6 


55 j 


1 684 
1 685 


i 1 1 4 "3 
I x X ft o 


C35 H34 F3 N3 04 


618 


27.3 


53 | 


1 686 


1 X X H H 


C23 H26 F3 N3 04 


466 


25.5 


64 1 


1 687 


1 1 1 4 c 
1 X X H D 


C23 H25 F3 N4 06 


511 


1 38.0 


88 1 


1 688 


fi 1 1 4 £ 
1 X X 4 D 


C28 H28 F3 N3 03 


512 


38.3 


89 I 




1 114 7 
1 111 / 


C23 H25 F3 N4 03 


463 


27.1 


62 1 


1 689 


1 X X H O 


C27 H26 F3 N3 02 


482 


22.4 


57 1 


1 \J j u 


1 x±bl 


C22 H24 F3 N3 04 


452 


1 13.5 


58 I 


i £01 

1 CQO 


1 1 lb^ 


C24 H28 F3 N3 03 


464 


16.7 


70 | 


1 

i £q i 


I 1163 


C22 H23 F4 N3 03 


454 


15.8 


68 1 


1 by O 

1 G.QA 


| 1164 


C23 H26 F3 N3 03 


450 


15.7 


68 1 


1 cnc 


I 1165 


C23 H24 F3 N3 04 


464 


j 16.3 


68 i 


■ by d 


1 1166 


C22 H23 Br F3 N3 03 


513 


15.0 


57 | 


1 by b 

1 CQl 


| 1168 


C17 H17 CI F3 N5 02 S 


448 


6.9* 


23 1 


a by / 

i sop 


j 1169 


C20 H22 F3 N5 03 S 


470 


1.7* 


6 | 


1 oy o 

1 CQQ 


| 1170 


C22 H22 F3 N5 02 


446 


! 2 - 3 * 


8 1 


1 byy 
1 inn 


j 1286 


C26 H33 F3 N4 03 


507 


25.3* 


51 | 


1 / UU 
1 Tm 


| 1287 


C21 H20 F3 N5 06 


496 


4.0* 


8 I 


1 ( 

1 "7 /*i O 


1288 


C22 H24 F3 N3 04 


452 


I 3.6* 


13 I 


1 i 

1 *7 n o f 


1 1298 


C23 H25 Br F3 N3 04 


544 


28.4 




1 
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1299 


C24 H28 F3 N3 05 
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6 I 


1 '04 I 

i 7ni; 1 


1300 


C23 H26 F3 N3 04 


466 


7.3 


33 1 


1 

I n r\c 1 
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C24 H28 F3 N3 05 
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12.6 


53 f 


I / Ub 1 
1 i m 1 
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C24 H28 F3 N3 03 


464 


24.5 


At Si fcJj I 
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1 1 

1 TflQ § 
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C29 H30 F3 N3 04 


542 j 
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At Soy 1 
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35.4 
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I I 
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480 


8.1 


35 | 
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28 | 
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1317 


C21 H20 CI F3 N4 04 


485 


17.0 


74 


722 


1318 


C21 H20 CI F4 N3 02 


458 


17.0 


78 


723 


1319 


C21 H20 CI F4 N3 02 


458 


17.6 


81 


724 


1320 


C21 H20 Br F4 N3 02 


502 


18.5 


77 


725 


1390 


C26 H32 F3 N3 02 


476 


16.1 


51 


726 


1391 


C23 H26 F3 N3 02 


434 


20.0 


76 


727 


1392 


C22 H23 CI F3 N3 02 


454 


20.0 


67 


728 


1393 


C23 H26 F3 N3 02 


434 


20.1 


70 


729 


1394 


C22 H23 F3 N4 04 


465 


18.4 


60 


730 


1395 


C23 H24 F3 N3 02 


432 


21.4 


75 


731 


1396 


C26 H26 F3 N3 02 


470 


20.4 


66 


732 


1397 


C21 H20 Br2 F3 N3 02 


562 


14.5 


54 


733 


1398 


C22 H22 C12 F3 N3 02 


488 


10.8 


47 


734 


1399 


C22 H22 C12 F3 N3 02 


488 


9.4 


40 j 


735 


1400 


C22 H23 CI F3 N3 02 


454 


19.1 


88 


736 


1614 


C22 H21 F6 N3 S 


506.0 


24.2 


96 


737 


2050 


C20 H22 F3 N3 02 S 


426 


6.0 


30 i 


738 


2051 


C21 H23 F3 N4 02 


421 


6.5 


32 | 



mi&m 7 3 9- 7 4 8] 

mm^ntz. esi/mst-^, urn, &£xjv&mzm9\c$ktbtz l > 

m 9 









ESI/MS m 
/e 


(mg) 


{%) 


739 


1650 


C24 H28 F3 N3 02 


448.0 


20.4 


91 


740 


1706 


C23 H25 F3 N4 03 


463.2 


3.7 


11 


741 


1707 


C22 H25 F3 N4 02 S 


4 67.0 


10.3 


29 


742 


1708 


C23 H27 F3 N4 02 


449.2 


11.4 


34 


743 


1709 


C24 H29 F3 N4 02 


463.2 


15.2 


44 


744 


1775 


C22 H25 F3 N4 04 


467.2 


9.2 


26.3 


745 


1776 


C22 H25 F3 N4 04 


467.2 


8.9 


25.4 


746 


1787 


C24 H29 F3 N4 02 


463.2 


5.6 


16.1 


747 


1802 


C23 H27 F3 N4 04 


481.2 


11.7 


32.5 
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10 



15 



20 



j 748 j 1803 |C22 H25 F3 N4 03 



451.2 



9.6 



28 



U 



C««7 4 9] (R) —3— ff N- (2-7^- S ^^ ; , ian » 



VU) fa !) ^> 8 9 6) <7>&fo 

(R) -3- [N- [2- (t e r t * is#,uj8=./UT $ 7 ) -5- (h 

97A,*a*h*is) sOSJ*] TZ/t'aVity ( 0 . 050mm 

o 1) , 3-fc Kn^>-4-^ ^-^yXT/Uft K (0. 0 6 0mmo 1) 
,NaBH 3 CN(0. 1 5mmo 1 ) fcj; W ^-; Ml . 3mL) 
» Stift (0. 0 5 0mL) SrJp^Lfc. r ©RM^fe^ 6 0 1 T' 8 ^^il^ Lfc 0 
»UC$-Cft*tt, Variant SCX*7AtMU oil. 

) icxmL± 0 M$r2M nh 3 ©^;^ ( 5mL) ®mzm^xmtHL 

> »»Lfc. #f>ilfca^|C4M HClOl, 4—***V->m&&l!Bz., ^<D 

mm^uicx-mmwLtz 0 mmm. MTLCTiitsriia^ (R) 

-3- [ [N- '(2-7^-5- h!)7As*nji h^v~<>y^,u) -^y^] 

-§-1 8 9 6) fcfcfc (9. l ragN 3 8%) „ ««tRPLC/MSI:T#ftft ( 
9 3%), ESI/MS m/e 4 8 3 (M + + H N C 2 2 H 2 , F , N 4 O s ) 
[MMM 7 5 0- 7 5 7] 

74BO*tttfeot**Lft. ESI/MSf-^ ft* «J;O«*»10 



31 10 















ESI/MS m 
/e 


4K* (mg) 




750 


1897 


C22 H25 F3 N4 03 S 


483 


22.7 


94.1 


751 


' 1898 


C23 H27 F3 N4 03 


465 


12.2 


52.5 


752 


1899 


C24 H29 F3 N4 03 


479 


14.4 


60.2 


753 


1900 


C22 H25 F3 N4 05 


483 


2.6 


10.8 


754 


1901 


C24 H29 F3 N4 03 


479 


14.5 - 


60.6 


755 


1902 


C23 H25 F3 N4 04 


479 


12.0 


50.2 


756 


1915 


C23 H27 F3 N4 05 


467.2 


2.5 


6.7 
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1916 



C22 H25 F3 N4 04 



467.2 



3.1 



8.9 



{.MMm 7 5 8] (R) -3- [ [N— (2-75/- 5- Mj_7^^D^_gv^ 

£4Mfr# 17 0 1) D-g-fiE 
5 (R) -3 - [ [N — (2 -75/- 5- (h!J7;^n^f/l,) 

75 7] t'a i) (0. 0 5 0mmol) , 4 - tr^vU^l'S/vU^ n 
!J K (9. 9mg, 0. 0 6 5m L) , t^ij^/^f^^f (6 Omg 
) % T-fh-MJ/U (1. OmL) , feitf? pc*;UA (0. 3 0mL) ©jg-g- 
^£5 0°C-C1 2B#P B im^tfe 0 £©R£»£-<fc££»*-OJ&#U Va r i an T 
10 M SCX*7AicMU ttS-flf (15mL) {CTSfcfrLfc. 2M 
NH 3 ©^/-yU (5mL) »«ifl!^T»lUU £ t tc «fc 9 . (R) 

-3 - [ [N— (2-7?/- 5- ( MJ 7/M-n/^vU) ^ y j/yp 

] 75/] -1- U-fc'^yU'Ov^u) t'cD-^v (fc&tt#-!§- 1 7 0 l ) 
fc (19. 6mg, 8 8%) 0 flift&RPLC/MSfcl-Csfcfcfc (92%) „ ES 
15 I/MS m/e 5 4 7. 2 (M + + H x C 23 H 25 C 1 F 3 N 4 0 2 ) 
7 5 9- 7 6 2] 

B«jfc&#fc. ESl/MSf-^ HXfi, *3«tT>*M^*l lfcSifefc. 
20 ^11 









ESI/MS m/e 


Ifctt (mg) 


(%) 


759 


1702 


C22 H25 F3 N4 03 


. 451.2 


5.3 


24 


760 


1703 


C22 H23 F3 N4 04 


465.2 


5.0 


22 ; 


761 


1704 


C21 H23 F3 N4 03 


437.2 


20.9 


96 


762 


1705 


C21 H21 C12 F3 N4 02 


489.2 


9.3 


38 



C^Jt{?ij7 6 3] (R) -3 - [ [N— (2-75/- 5- (hVj7A^a^ b 

^v^/v) ^y->/u] 7^/3 -l - (2, c'd 

25 (jfc£jfr#jH 9 0 5) (p-frffe 
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(R) -3 - [ [N- (2-T5/-5- (HI7^b> 
) ^-^] 7?y] fny^> (o. 050mmol)\ 2, 

K (0 - 0 6 6mL) , WJ/t+Mfixjan,*, (60mg) , 
Ttb^hV* (0. 8mL) , fei^Dn^A (0. 5mL) 0*6**6 

o°cx'i 2«mufe. roros*tt**a*-?ft*u v. r i • n ™ sc 

X*7AKA«fU 50%^DD*W^y-/Ml0mL) ( 
lOmL) KTWUft. 2M NH.O^^* (5mL) jm M 

v^-osmu mmvtz. ie,^a$f;4M hci©i, 4^^> ( 2mL 

) ffftt***., HlMHWLft. »BTLCKT<WtfiiifcJ:8 
, (R) -3 - [ [N- (2-7^-5- (bV7,U*at y*U) -O^/U 
) VViy^l 757] -i- ( 2> f D ^i?y (ft*** 

*1 9 0 5) (17. 6mg x 7 0%) „ ««*RPLC/MStT*ftfc 

(9 3%) . ESI/MS m /e 5 0 5 (M + + H N C 21 H 21 C 1 2 F 3 N 4 0 3 

[IWJ7 64-7 70] 



^ 12 



20 









ESI /MS m/e 


J&it (mg) 




764 


1906 


C22 H23 F3 N4 05 


481 


9.4 


39.1 


765 


1907 


C21 H23 F3 N4 04 


453 


7.5 


33.2 


j 766 


1908 


C22 H25 F3 N4 04 


4 67 


7.7 


33.0 


767 


2180 


C22 H24 CI F3 N4 02 " 


469 


1.3 


26 


768 


2181 


C23 H25 F3 N6 03 


491 


4.3 


52 


769 


2182 


C19 H22 F3 N5 02 S 


442 


7.0 


51 


770 


1909 


C23 H25 F3 N4 03 


463 


8.7 


37.6 



«*«7 7i] (R) -3- rrN - (2-7s;- R - M i 7 ^ an » 

n y ^ KK£*## 19 2 1) Q-^g 
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(R) - 3- [ [N— (2-T^y-5 - h!)7;^n^ b*i"<y'M A?) V 
V t'v\)i/> (0. 0 5 Ommo 1) % 4-^nn-2--hc-< 

y^o!) K (0. 0 50mmol) , V vV * f-flstf y ( 6 0 m 

g) % 7-th~h 1 )^ (1. OmL) , *5<fcU\ fuufrsjVl, (0. 7mL) (DU 
5 £$j£5 0 o Ct?-%jt^tfc 0 wOKj£*g-£#l£#*PU Varian™ SCX* 
^.M^ffiL, 5 0 0 /o^aD/};M/^/-yl/ (lOmL) b*?;—^ (10 
mL) KTifefrLfc, 2M NH 3 ©^;-/1' (5mL) ^^fflV^T 

10 ©TLC-C^SSJ-fSrirtCi^, (R) -3- [ [N- (2-7^/-5-h!)7 
/VHra/. h^i/^y^JjU) T$y] -1- (2-7?/-4-?dd 

'Oi?^) eoys?y (ft^mi9 2 1) &#fc (2. 2m g, 6%) 0 MS 
&RPLC/MSI:t*W: (8 1%) , ESJ/MS m/ e 4 8 6. 2 (M + 
+ H, C 21 H 23 C 1 F 3 N 5 0 3 ) 

15 [3iJt0<J 7 7 2 ] (R) -3- [ [N- (2-7;y-5-FD7;^pyf^ 
-QyV/U) fyi/JUl 7;;] -1- (4 -:/o^- 2-7yl^-o^OyvU) fc° 
o !J (jfrj^#j|2 12 0) <7)£-fi£ 

(R) -3 - [ [N— (2- (t e r t -7* h )Vifs=.;VT % J ) - 5 - h 

y ^yUxj-o^^u^oy^/l.) ^!)^U] 7$y] en||^y (0. 0 5 Ommo 

20 1) , 4-/n ; t-2-7/ViDKyX7;l'ftK (0. 015mmol) , ^ 
/—fr (1. 5mL) , *5±t)\ (0. 0 16mL) <Of&itW^ N a B H 3 C 

N (0. 2 5mmol) ©/-^y-vU (0. 5 OmL) &*K£JlD*.fc. :©S)*S 
^*5 0tT-!felf^Lfe 0 M*-C?fcU£, Var i an™ SCX^AClA 
ML, tfS-fr (5mLX2) jcr*^Lfc. 2M NH 3 C^y- 

25 /U (5mL) SttSrfflV'T^fflL, 8*tLfc. JSSES:* * /-^ (0. 25mL) 
l-^Af-L, 4M HC 1 <Di/**V-^mw*:ft\7L.ti 0 r©j&tt££ian:T 5R$|HHft 
#U iH^L/Co M£y*y-/W^fi?L, Var i an™ SCX*7AHM 
L. vU (5mLX2) (rti5t?%L7t 0 »lr2M NH 3 <D*# ( 

5mL) «£fflV^T}£tliL. «fllLfc 0 #bftfcjt£ fcftlf^^ (0. 5mL 

30 ) tigf»L, Varian™ SCX*7^tMU M^^/y ? y 5 
: 1 (6mL) £ffl^T&ffiL, *«ff 5 £ «b Id «t 9 , (R) -3- [ [N — (2 
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2 7 0 



-7^-5-^)7/^0^^^^) r^y] - l- (4- 

^^-2-7^n^^) t'oy^ (^#^2 120) (16 
• Omg, 3 1%) 0 *fiS£RPLC/MS(CT*#>fc (9 9%) . ESI/MS 

m/e 5 17. 0 (M + + H, C 21 H 21 B r F 4 N 4 O z ) 
IMM&l 7 7 3- 7 9 3] 



S 13 




C * M7 9 4] tR) — 3 — [ flM — (2-T^-.-,,,-,,,^^^ 
b°n y (fe^##2 1. 7 5) g^fift 
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(r) - 3- [ [n- (2-T5/-5-M y/v^-o^^-oy-f/w yy 

i/M 7?/] t°o!) v?> (17. 2mg, 0. 04mmol) SrTHF (1 mL 
) KffifllU 2, H^r->-5-t 0 y 5^>^/U>K=5flJ-7^xt K (6. 7 

mg, 0. 0 4mmol) tti flE^T h V T± r*$oMHfc* t>%1r h }) $ J* 
5 (12. 7mg, 0. 06ramol) t%.ffi&(2. 4rag, 0. 04mmol) 

(lmL) t£jgfl?U 1M NaOHMl ( 1 m L) TifcfrLfc, «Jf 
&HHKU 2 5%H)7^ofttO^BD^^ (lmL) 

;LT^ffiT' 1 Ufc«L 8«Lfc„ ig^HPLCiailtSrilli!) 

10 , (R) -3- [ [N- (2-757-5- hV 7 frlm tf-fr^VV 4 tV) ? V 
is/u] 75 7] -1- (2, 4-^ h^tf!J$^-5-^;Mf^) t°ny 
(^Wf2 175) (18. 6mg, 7 8%) . «£RPLC/ 

MSCttftfc (98%) o ESI/MS m/ e 4 8 3 (M + + H, C 21 H 2S 
F 3 N 6 0 4 ) 
15 7 9 5-8 0 3] 

9 4©*fti:ttotMUfc. esi/mst"^ irs, fcir;iix$^ii4i; 
'ft <t #>£ 0 

^ 14 

20 









ESI/MS m 
/e 


JR* (mg) 


Ifc* (%) 


795 


2165 


C18 H21 F3 N6 02 


411 


2.0 


27. 


796 


2166 


C18 H20 F3 N5 02 S 


428 


9.9 


66 


797 


2167 


C24 H25 F3 N6 02 


487 


15.1 


73 


798 


2169 


C24 H29 F3 N4 02 


463 


1.2 


24 


799 


2170 


C26 H25 CI F3 N5 02 


520 


6.0 


40 


800 


2171 


C19 H23 F3 N6 02 


425 


16.8 


88 


801 


2174 


C23 H24 Br F3 N4 02 S2 


591 


5.3 


53 


802 


2178 


C25 H28 F3 N5 04 


518 


5.4 


62 


803 


2179 


C25 H28 F3 N5 03 


502 


6.3 


60 



[MM 8 0 4] (r) -i- (2-7-;y-4, uy-^^-^y^ 
zu) -3- [ [n— (2-7;/-5-h!J7/^D^f-^y^^) yy*y/u 
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10 
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15 



1 T K /] t' ay jy> (Jk&®&%2 1 2 7) p£g 

(R) - 3- [ [N— (2-T5/-5- hVyjUXa^T-^^/JjU) ? y 

w\ T$y] - l- (4, 5-^fi/y^ i /-2- ; :hD^/v) fay 

v» (3 0. 5mg) , 10% Pd#-tf^ (6mg) , (3 
mL) ©*S£fc***#BBftT\ lIfl0«Lfc o ^9S?l>A««*-k9 
>T hTi£iiU *t**«8Lfc. Stlffitt (Bond Elut™ SI, 20%^ 

J/-*/*****) TltiJ-fsr^cj:^ (r) -i_ ( 2 -T$y- 4 , 

-3- [[N-2-7?/-5-MJ7/^a^ 
?M^yV,U) ^y^u] T , y] fayv?> (ft^#f2 12 7) ( 

2 1. 9mg, 7 6%) 0 »RPLC/MSIa*ftfc (9 5%) „ ESI/ 
MS m/e 4 80. 1 (M + + H, C 2 2 H 2 « F , N s 0 4 ) 

8 0 5-8 0 6] 

04O*tSfc«oT^Lft. ES I/MSr^, Ifc* *J:U<K**Sl Sir 



^ 15 









ESI /MS m 
/e 


i&fi; (mg) 




805 


2128 


C22 H26 F3 N5 03 


466.0 


8.6 


30 


806 


2129 


C22 H26 F3 N5 02 


450.1 


13.1 


37 




18 0 7] 


(R) -1- (3-757-4- 


- ^ n n-<. 




3- [ [ 


N— (2 


-7$;- 




y] ifo 



20 



25 



Uk&Mo&-%2 13 2) <P*»nft 
(R) -3- [ [N — (2-T* /-5- b y y^a/^u^y^ju) if\) 
W] 757] - l- (4-^DD-3--| >D ^y.^) y v?>- (3 2. 6 
mg) . 10% /<5 5**A«* (8mg) , |N*=*-/U (2. 7mL) % fcitf 

(0. 3m L) 09AM»*»9BftT, *MfcT 1 5 «H|# Ufc„ 
^7 S?*A*m*iMK:,fc 9 L, ttft£*& Lfc 0 Sffi^tU (Bond El 
u t ™ SI, 20%^/ -/U/Bttfc*^) T-^M^S r <t fd J; (J N (R) - i 
- _ 3 _ [ [N _ (2 _ 7 , y _ 5 _ H7 
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/^o/^/u^^/^f/u) 7^;] fnyv?y (ik-&mm-% 2 1 3 2 ) 

tntz (10. 5mg, 3 4%) „ «HiRPLC/MSfct*»fc (8 4%) . 
ESI/MS m/e 4 7 0. 2 (M + + H, C 2 x H 2 3 F 3 N 5 0 2 ) 
[HJfe^J 8 0 8] (R) -1- (2 -75/ -4, 5-* l ?l'>i?**(-i"<>'i? 
5 /V) -3- [ [N— (2- (t e r t -7 b ±^A^~^7 5 7 ) -5-h!)7 
/M-p^wgyAfyu) ^ !)->/!/) 7$/] b'P^^yo^ 

(R) -3- [ [N — (2- (t e r t -7 )Vi£~)\,T % / ) -5 - h 

!)7^n^f;Ky^/H ^P-^l 75/] fny-^y (0. 15 0mmo 
1), 4, 5->f-U^S?**^-2-= FP^yXj^ft K (0. 45mmo 
10 I) x *9 J—)\, (4. 5mL) % fciOW®? (0. 0 4 8mL) <DW&®[^ N 
aBH 3 CN(0. 7 5 mm o 1) '<T>*9J—)V (l. 50mL) SSS*JPx.fc 0 - 
<DKf*m^£5 0 c C'C-l!fe$#L*:o ^M*"C^iPt, Varian™ SCX* 

ffll^ffiL, MfiB-f 5rttCj:i9 (R) -3- [ [N — (2- (t e r t -7F 
15 Jr->*/l/t^7?;) - 5 - h V 7/l'tP^f;l"<yy*'f/U) ^7^] 75/ 
] -1- (4, 5 -/^V^v^t^- 2 - — fn^y^) fn y ^y$r#7t 0 
#btLfc (R) -3- [ [N— (2- ( t e r t-/f^r/^*^7? /) 

- 5- M) 7/^o/^^^y^/U) ;/y^] 75/] -1- (4, 5 -/^ 
U>$?ah*->- 2-- hn-i^vvl-) fn!)i?y (0. 15 0mmol) v 10% 

20 Pd%~tf> (2 2mg) , 33i:tM^/-/W (4. 5mL) tf>*S£-%£7k5?t#!a 

Zt\z£V (R) -1- (2 -7 5/ -4, 5-* 1 ?l>>i?**iS'<>i?/l') -3 

- [ [N- (2- (t e r t -7 b **yfr lV$~>\,T 5 / ) -5 - Mi7/l/^n^ 
^VWO'l/xCu) ^y-WW] 75/] t°nyv?>£#fc (8 7. lmg, «lft) 

£bt«l, (R) - 1- (3-75/ -4-/ h^v^iVvvU) -3- [ [N — ( 
2- ( t e r t -7 h^vo&yUiK— /U7 5 /) - 5 - h !i ;^yy'>f 
^UVA"] 7 5/] foy (R) - l - (3-75 J -A -/5vw< 

>"^/U) — 3— [ [N— (2— (tert -yF^/*/^'^ 5 / ) - 5 - h 
30 !)7/V*n^f;U/<yy^^) ^y^U] 7 5/] tfa ]) i/V*. *jX^»JS1" 
§^*3«tTJ«S^IIrfflv^^i£0»J8 0 8<D#fet;:$£oT£$L7h. 



10 



15 



20 



25 



30 
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(R) -1- (3-7^-4-^*^^) - 3 - [ [N- (2- (t 
(R) -i- (3-7^-4->f^y^) _ 3 _ [ [N _ (2 _ (t e 

[**M8 0 9] (R) -1- (3-7?/- 4 -^n^) _ 3 _ f f 
N- (2- (tert-n^toj?;) - 5 - h 9 ? ,v*u * + ^ 
v ? y w\ 7?y] foi) 

(R) -3- [ [N— (2- (t e r t - ^ h *^U#-,i, T 5 / ) -5- h 
J7Wn^^/^) ^->,U] T%n tfnys?> (o. ISOmmo 
1) % 4^nn-3-=h B ^X7^tK (0. 4 5mmol) , 
* (4. 5mL) , XZTfiJm® (0. 048mL) NaBH,CN'( 
0. 75mmol) to**,-* (i. 50m L) :©g» 
. *5 0tT-ftl»Lft, ****** U Va r i an- SC X*^^fl 

. ■ttSiifctJ (R) -3- [ [N — (2- (tert-n^fc 

;V75/) _5 - ^rys/yu] 75/] -1- (4 
□ □ - 3 - - f, o-i^^) t°n y vV^ff it 0 

• 6J1*: (R) -3- [ [N— (2- (t.r t-7F* WW !^ 7i y, 

3-=hn^s?yU) fny^ 10%Pd^y (22m g ) , R*c9vU 
(2. 7mL) , *3.fctf;<*,-,u ( 0 . 3 mL) Oft*«***SHftT. M 

«tt) (r) -i- (3-7>;;-4-^d^) _ 3 _ [ [N _ (2 _ te 

^] TS/] (8 9. 7 mg , ftfttt) o WE^tw^tt' 

C*ttfll8 10] (R) -1- (3-7^-4-hPa^^) . a _ 
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C Cn- (2-t$/-5- MJ^a-p^^vw^yy^) yyw] r$y] 
b°p y 2> ut^mm^2 1 8 7) 

^mms 0 8 0*Sl;fiEot^Lfc (R) -1- (3-7^-4-t Kn^r 



5 - h y y^u^^>v-<v^y{^) tnjis/V] r$y] foD^y (2 0m g ) <d 

% 4M HC 1 (2. OmL) j*»trM-e- Lfc 0 

»aSE*^^y-/Hc»»L, Var i an™ SCX*7A|cML 
, ^^/-;Hit»t, 2M NH 3 ©y *y-/i^$&ffl^Ti$tHL*: 0 
, MTLC (S i0 2 , m&^/V/J-Z J->V=A : 1) -CttlW 5 r <b Id <fc 9 
10 % (R) — 1 — 5 -3- [ [N— (2- ( 

T$/-5-hU 7/^a> f-A^ls-Zj fr) >f V T 5 y ] fn ■) ^> {{£ 

*ft#t2 18 7) (9. 6mg, 5 9%) . Mg£R P L C/MSJCT* 

fefc (8 6%) . ES I /MS m/e 4 5 2. 3 (M + + H, C 21 H 24 F 3 N 5 

o 3 ) 

15 mmm 8ii] (R) -3 - [ [n- (2-7-;/-5-f !lz^±E£±± 

^}A£^) ^Uvvl/] T^y] -1- [4-^a-3- (v^y^T^y) ^< 
VjSM t°aVi» U\&Om%2 13 3) <D&f& 

(R) - 1 - (3-75y-4-^aD^yy;V) -3- [ [N— (2- (te 
rt-yh^/H^T?;) -5-H)7/l'*D>f/U/<>'^;U) ^"J •> 
20 /U] T^y] tfnJJi^ (4 4. 9 m g) , y * y — (0. 9 5mL) , BtSfc ( 
0. 0 5mL) , *5<tt>*3 7%HCHOtK^ (0. 15mL) ©H^fetN a B 
H 3 CN (3 8mg) SrADxfc, r. ORJSft^S: 5 O'CX—ffi.WiW Ltc c M*"0 

25 ar i an™ S C X* 7 -Md*?Hf U y * J ~MZ.X$bW Lfc 0 M^2M' N 

KljSflPU ^m-Cll^fWlH^Lfc. ,NaOH*§IfpH10 
fcWWU S^SI^^-C'ttttJ L/c (2 0) . toffifc&^fr-frTNa 2 S0 4 tm 

aa, »«ILfc. ^Ktlc (sio 2 , 20% y^y-^/g^^f-^) -e«na 

30 -fZZtic*. 9, (R) -3- [ [N- (2-7?;-5-HJ7;UtD^f/^ 

yyV/u) ^!)>vi/| y?y] - l- [4-?np-3- (-^y^vwr^y) 'O- 



-3-[[N-(2-(ter t - -f Y * i/j) >V#=./\>T ? / ) -5 
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V,V\ t°u))i?y (ft^#^2 13 3) (10. 9mg, 2 8%) Zmtz 0 
£RPLC/MSKT#«>fc (9 5%) 0 ESI /MS m/e 4 98. 3 (M + 
+ H, C 23 H 27 C 1 F 3 N 5 0 2 ) 
IMMM 8 12-814] 

^ 16 









ESI /MS m 
/e 


Jft* (mg) 


(%) 


812 


2134 


C24H28F3N5O4 


508.4 


19.0 


50 


813 


2135 


C24H 3 oF 3 N50 3 


494.4 


21.8 


50 


814 


2136 


C24H 3 oF 3 N50 2 


478.4 


29.2 


69 



10 



15 



20 



25 



[«0»J8 15] (R) -3- f [N — (2-7-;;-5.-h!)7^tnpi»/b 
^^y'^yu) ^ivvuj r^y] -1- (3-^W;/-4-bKp#w 
fnp^y (fe^4»S^-2 15 8) <D£-fife 
(R) -1- (3-T$y-4-h Kndr^v^) —3— [ [N— (2— ( 
tert-/^-^/^^75y) - 5 - h V V )V*u y ^vU^OyV/i/) if 
VisA>1 7?y] fc'ny^V (2 7. 3n. g> 0. O4 9 m mo 1) , 3 7%HC 
(4. Omg, 0. 0 4 9mmol),gti(0. lOmL), *3«fctfy. 
*y-A- (1. 3mL) ©Jg^|:NaBH,CN (9. 2mg) &Mz.ti 0 Z<DR 
^ftteOt-C-ftlWLfc. £fi* "CftiPU Va r i an™ 
fcfcflfU y ^y-yKCT^Lfc (5mLX2) 0 £fi£ffeSj£2M NH 3 ©y^y 
-/^S (8mL) £ffi^-C»ttJU |g^Lfc 0 

ntbtlitm&Z* *;-/l> (IraL) I'igfl? U 4M HClO^^f-v^jg 
(1. OmL) ttMtt a ^fiT*3B#^m#^, ^L/c 0 a££y*y-^ (l 
mL) Kl»#U Va r i an™ SCX*7A|cMU S-MZXfoftL ( 
5mLX2) , 2M NH 3 ©^y-/^i (8raL) £ffl^T@tfc Lfc. «|g% 
, MTLC (S i 0 2 ) T-*fM^5ri:tcJ;i9, (R) -3- [ [N- (2-7$ 
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75;-4-tKn^^;U) t°a ]) i/is Ut&%)g%-2 1 5 8) (4. 3m 
g, 19%) &m± 0 MS^RPLC/MSKT^fefc (7 1%) . ESI/MS 
m/e 4 8 0. 3 (M+ + H, C 22 H 26 F 3 N 5 0 3 ) 

IW&m 8 16] (R) -1- (3 -TW)VT% Y*<y<Wn,) 
5 -3- [ [N- (2-75 7-5- h U 7;^p^fMy^yH ^yvvU] T 
5_/J b°n ]) 2> Uk&to&jk2 15 2) ^fiE 

(R) -1- (3-757-4-b Kn^^^v?^) - 3 - [ [N — (2 - ( 
ter t-yf^^yH^;;) - 5- h !) > fvw-i^yV/u) ^ 

5$<ykl 7 5 7] fc'aD^y (5 0. 5mg) <7>fc°y-^:/ (lmL) *StK 
10 ItSKlmL) ^Pxfc 0 r<D££&^£MT*-l!fem#U 7*/-A-£JD;t 
fco ttlfitt. 1M NaOHM^PX, M^^T'ttUiL, #8£Ji£^IS Lfc 

. ^itlc (s.io 2 ) -eflifK-rsrt^iDx (R) -l- (3-T±^*T% 

/-A-/ hdrv'-OvvV) -3- [ [N- (2- (ter t - 7* V 3f f;tr/U#= 
15 *®tz a 

Ubtltz (R) -1- (3-7tf;U7?y-4-> h^v/'<>v?;U) -3 - [ 
[N— (2— (tert -!7* h#«>;&/Hj?=Vl'T 5 / ) - 5 - h \) 7 /M* er > fvU 
^v/^/i') ^Uvvi/| 75/] t'v\)i?^%:5 0%6Mm.m<n>i/**-9-ymm\c 
M$ L> ifif 2 l$flfjit# Lfc 0 5 M N a O H»»T? pH10i:U SJflft=-7vW 
20 TttmUfc. *«JB*»«U ^JSTLC. (S i 0 2 ) 'Cfliaj'tSwt^J:!?, (R 
) -1- (3-7tW5;-4-> h^rv^O'v?^) -3- [ [N — (2-7 
5 7-5- h ^/l/tn^f^y/vfyv) ^y^U] 7 5/] t°nl)v?^ 
Wf2152) (3. 7mg, 8%) £#fc 0 «l:RPLC/MSia*ftf; 
(10 0%) , ESI/MS m/e 5 0 8. 3 (M + + H, C 24 H 28 F 3 N 5 0 



[£160118 17-819] 

1 6©£&fc:t£o-C£l*Lfc. ESl/MSf-^, UM. dSiViR^S:* 1 7{c 



25 «) 



30 



IS 17 
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" £7* 


ESI/MS m/e 


Jfci; (mg) 


JR* (%) 


817 


2150 


C23H25C1F3N503 


512.3 


3.8 


9 


818 


2151 


C24H26F3N505 


522.2 


3.1 


8 


819 


2153 


C24H28F3N503 


492.3 


4.3 


10 



10 



20 



«*«*2 0] (R) - 3- rfN- (2-7S;- S -^.^ n ^. 

WW r? n -_i ^h>-x- [d1 ^^a-^-..^ 

2 2> UV.&®\&^2 18 9) 
**«8 0 8©^ftJj:«or^J«Lfc (R) -1- (3-7^-4-bKot 
S~OS>A0 - 3 - [ [N — (2- (tert-^^;^7^) - 5 
-H7/^ D ^;^y/^n ^y->^] 7^/] fcf D y^> (2 0mg) tf) 
THF (2mL) **M«hyxf^ (0. 20mL, 3. 3SM) <b 

**fc**U BondElut™ Si*7A|;MU 

#?>nfcj|$«r»i|^yu (i. 5mL) {mmu 4M HClOWy 
15 MM****. rcitttinHMWu 5M N.OKWWhfpHlOfc 

w«u »»^^TiftWLfc. mmzmu mtlc (sio„ 

/^^/-/U=4 : 1) -cmMr*Z.b\W> y (R) -3- [ [N- (2-T 
^-5-hy7^D^;^y^) ^>J->^] 7 ?y] -l - (^>x [ 
d] -J, v) Ifp!)^ (M#f2l89) (0. 5mg, 

3%) tr#fc. N«frRPLC/MSfcT*»fc ( 97 o/o) . ESI/MS n / 
e 4 6 2. 3 (M + + H, C 22 H 22 F 3 N 5 0 3 ) 

C **« 8 2 1] (R > -3 - TTN - (2-75/- S -Kg 7 ^ p ^ 

) fc°P jj ^ (^#,##2 18 3) OfteS 
25 5 - (tKD^ W ^ [c]w ^ (8 _ 3mg ^ Q Q5 
Oramo 1) % (e^vV^W) tfy*^ ( 86 mg) % ^^na* 
*A (imL) Wfet^^Mz/^Di) K (0. 0042mL) &A D ;t 
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, M-ei! 5^mWLtz 0 T±Y-YV;U (lmL) t (R) -3 - [ [N — 
(2- (ter t-yh+^M'^l//?/) - 5 - F y 7;U^n^f ;U^y-^ 
/U) ^y^/U] T^y] \?B9i?y (0. 0 6 0mmol) SrAPx., 5 0°CT*3W# 
H«#Lfc 0 MS-eftai^, ^asywf r (3 0mg) £JPx, MM. 

5 "CUMflJWtU Va r i a n™ S C X* y -MdUffif U *9/—A> (5mL) <t 
^phW (5mL) fc.T2tei£Lfc„ £fi5t$5£2M NH 3 C^^;-/WS« (3 
mL) fcffll^Ci&ttlU *«L/t. 

#W:feS^^oo^^y (lmL) IdSU 1 M^na h^f;w> 
7^H M7x/-/KD^^nn>^y« (lmL) &jjP;lfc 0 rcDfgjg£^ 
10 »t?5^W«J^U Var i a n™ SCX*5A|:*ffU ^/-/^^do 

Lfc 0 

£IfcTLC (Si0 2> mk^^/ '*9 y-^=3 : 1) TfittJ-r?) ^ £ Id J; 9 
. (R) — 3 — [ [N— ( 2 - 7 ; ; - 5 - F !) 7;^ d > f M y y ^ yi.) ^y 
15 */)V\ 7?;] - l- C^yy [c] f7i^7/- vw- 5"-- f/w) eny^y (-ft 

^feSf 2 183) (11. 5mg. 48%) £#7t 0 MS^R P L C/MS lCT 
(8 6%) 0 ESI/MS m/e 4 7 9. 2 (M + + H, C 21 H 21 F 3 N 

6 o 2 s) 

[#3f #J 6 ] 4- [ [N — (1- (9-7/M-t--;U;< hj^^Aj^yU) b°o 
20 yv^-3--Y/U) fl/i^^/MTvi'] 7_i/jtg2k3 -3-^Jt->7i^ 

(R) -1- (9 - W=/uy. h^-v^/W^— AO -3-^!J tT 

p y v=>- • (4. 3 8 g N 1 Oram o 1 ) ©DMF (6 5mL) ft 

K (0. 3raL) , bVT± b^r^mit^^mi- b 0 <7 J* (1 .. 9 2 g) , *3«t 
25 tM-JfcA-5A~3- b*i/y*=./Uttis* -T$y?.=3-U> (1mm 

ol/g, 200 g) SrlJD^fco r<©i&g-4&&2l#|8Hg£ o LfcfgL L-fc. ft 

rt»-«t?)aW4fc«:#fc (2. 73g) 0 
[M0<J8 22-912] 3 -T 5 / fn y *J*0>WfatoRBs 
30 tB^-TSTJ/U^V^ (1. 6mmol) % HBTU (1. 6 mm o 1 ) , *3 «fctf 
DMF (6mL) ©fi^ftt^ y 7b f /Hf^7 5 > (3. 6mL) ?rAPx, 
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10 



15 



20 



2 8 0 



2 5WW*5Lfc. 4- [ [N — (1- (9-7/^U^^^ /U ^ /U) 
^sM^**-*!!**^ UOOmg, 0. 4 mrao l) fc*,^ 1Bm 
*Ml**ML (3. 2mL) , tfitfDMF (12. 8mL) OA 

iOftiLtlW (0. 0 5mL) (CNaBH (OAc) 3 (0. 2 5mmo 1) 
. mm (0. 0 2 5mL) t DMF (l mL ) ©tt£ft**D*.fc. mtZTjU 
5*fcK(2. 5mmol)^i 2*ffNR£ tt& U ^ 10% 
^y/pfc>i^7^0DMFtt DMF, i?9au*fiz, s jstv** 
S-MCXfcftLtz. mm, 7K (0. 05 0mL) , *5irjthy 7 /^n»» ( 0 
• 9 5mL) ®fi*tt*ll«|IIHK*5* % JtiiLfc. i!^DD^> t ^ 
/^WCTfcfrUfc. »«£ifeifc££;b-fr % jg^Lfc 0 3 V a r 
i an- scX*5 A K A «fU (15bL) fcTfcfrUfc. 

2M NH 3 <^*/-,u (5mL) *»*«V*T*fflU ««Lfc a 

«T?**,« % »ftTLC4fc|lHPLCfcJ:!l|||||t5^KJ:9, B ft«« 
fffc 0 ESI/MSr^, IRS, *5it/iR*Sr*i 8te* tftfz 0 

% 18 









ESI/MS m/e 


folk (mg) 


fo0 (ft) 


822 


1805 


C21 H21 Br F3 N3 02 S 


516 


" 13.3 


76 


823 


1806 


C22 H24 F3 N3 03 S 


468 


12.8 


81 


824 


| 1807 


C22 H24 F3 N3 04 S 


484 


13.7 


83 


825 


1808 


C22 H24 F3 N3 04 S 


484 


14.9 


91 


826 


1809 


C21 H22 F3 N3 03 S 


454 


12.9 


84 


827 


1810 


C22 H22 F3 N3 04 S 


482 


12. 9 


79 


828 


1811 


C24 H26 F3 N3 02 S 


478 


12.9 


79 


829 


1812 


C22 H24 F3 N3 02 S2 


484 


5.3 


32 


830 


1813 


C23 H26 F3 N3 02 S 


466 


12.8 


81 


831 


1814 


C23 H24 F3 N3 03 S 


480 


9.7 


59 


832 


1815 


C23 H26 F3 N3 02 S 


466 


12.7 


80 


833 


1816 


C24 H28 F3 N3 02 S 


480 


14.4 f 


88 
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834 


1817 


C25 H30 F3 N3 02 S 


494 


14.1 


84 


835 


1818 


C21 H22 Br F2 N3 03 


482 


13.4 


82 


836 


1819 


C22 H25 F2 N3 04 


434 


11.7 


79 


837 


1820 


C22 H25 F2 N3 05 


450 


11.8 


77 


838 


1821 


C22 H25 F2 N3 05 


450 


13.3 


87 


839 


1822 


G21 H23 F2 N3 04 


420 


11.9 


83 


840 


1823 


C22 H23 F2 N3 05 


448 


11.9 


78 


841 


1824 


C24 H27 F2 N3 03 


444 


9.1 


60 


842 


1825 


C22 H25 F2 N3 03 S 


450 


11.3 


74 


843 


1826 


C23 H27 F2 N3 03 


432 


10.8 


74 


844 


1827 


C23 H25 F2 N3 04 


446 


12.7 


84 


845 


1828 


C23 H27 F2 N3 03 


432 


11.7 


80 


846 


1829 


C24 H29 F2 N3 03 


446 


14.3 


94 


847 


1830 


C24 H29 F2 N3 03 


446 


10.0 


66 


848 


1831 


C22 H28 Br N3 03 


462 


4.8 


31 


849 


1832 


C23 H31 N3 04 


414 


10.4 


74 


850 


1833 


C23 H31 N3 05 


430 


12.1 


83 


851 


1834 


C23 H31 N3 05 


430 


12.0 


82 


852 


1835 


C22 H29 N3' 04 


400 


7.9 


58 


853 


1836 


C23 H29 N3 05 


428 


11.1 


76 


854 


| 1837 


C25 H33 N3 03 


424 


13.3 


92 


855 


1838 


C23 H31 N3 03 S 


430 


8.7 


60 


856 


1839 


C24 H33 N3 03 


412 


11.3 


81 


857 


1840 


C24 H31 N3 04 


426 


12.9 


89 


858 


1841 


C24 H33 N3 03 


413 


12.8 


91 


859 


1842 


C25 H35 N3 03 


426 


8.7 


60 


860 


1843 


C25 H35 N3 03 


426 


12.2 


84 


861 


1844 


C26 H37 N3 03 


440 


11.3 


76 


862 


1845 


C31 H37 Br N4 02 


577 


6.4 


30 


863 


1846 


C23 H28 F3 N3 02 S 


480 


12.8 


81 


864 


1847 


C25 H31 F2 N3 03 


460 


12.2 


78 


865 


1848 


C27 H29 N3 04 


460 


6.1 


39 i 


866 


1849 


C29 H31 N3 02 


454 


15.1 


98 


867 


1850 


C28 H31 N3 02 


442 


12.7 


85 


868 


1851 


C28 H31 N3 02 


442 


14.3 


95 


869 


1852 


C28 H29 N3 03 


456 


3.4 


22 


870 


1853 


C27 H29 N3 06 S 


524 


15.4 


87 


871 


1854 


C29 H31 N3 04 S 


518 


15.8 


90 


872 


1855 


C28 H31 N3 04 S 


506 


17.0 


99 
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873 


1856 


C28 H31 N3 04 S 


506 


3.0 


17 1 


874 


1857 


C28 H29 N3 05 S 


520 


10.0 


57 


875 


1858 


C20 H22 Br2 N4 02 


511 


9.3* 


37 J 


876 


1859 


C21 H25 Br N4 03 


461 


6.7* 


29 1 


877 


1860 


C21 H25 Br N4 04 


477 


9.5* 


40 1 


878 


1861 


C21 H25 Br N4 04 


477 


10.0* 


42 I 


| 879 


1862 


C20 H23 Br N4 03 


447 


7.8* 


34 1 


880 


1863 


C21 H23 Br N4 04 


475 


3.4* 


14 1 


! 881 


1864 


C2.1 H25 Br N4 02 S 


477 


3.9* 


16 


882 


1865 


C22 H25 Br N4 03 


473 


6.4* 


27 1 


883 


1866 


C23 H29 Br N4 02 


472 


7.0* 


29 1 


884 


1867 


C23 H29 Br N4 02 


473 


7.6* 


32 1 


885 


1868 


C24 H31 Br N4 02 


487 


9.1* 


37 I 


886 


1869 


C20 H22 Br I N4 02 


557 


8.9* 


33 1 


887 


1870 


C21 H25 I N4 03 


509 


9.2* 


37 1 


888 


1871 


C21 H25 I N4 04 


525 


6.3* 


25 1 


889 


1872 


C21 H25 I N4 04 


525 


5.9* 


23 I 


890 


1873 


C2 0 H23 I N4 03 


495 


7.7* 


31 I 


891 


1874 


C21 H23 I N4 04 


523 


8.2* 


32 1 


892 


1875 


C23 H27 I N4 02 


519 


6.7* 


26 | 


893 


1876 


C21 H25 I N4 02 


525 


4.3* 


17 1 


894 


1877 


C22 H27 I N4 02 


507 


7.9* 


32 | 


895 


1878 


C22 H25 I N4 03 


521 


8.4* 


33 I 


896 


1879 


C23 H29 I N4 02 


521 


8.2* 


32 i 


897 


1880 


C23 H29 I N4 02 


521 


8.1* 


32 1 


898 


1881 


C24 H31 I N4 02 


535 


8.6* 


33 1 


899 


1882 


C20 H22 Br N5 04 


476 


5.3* 


22 j 


900 


1883 


C21 H25 N5 05 


428 


5.7* 


26 I 


901 


1884 


C21 H25 N5 06 


444 


8.2* 


36 1 


902 


1885 


C21 H25 N5 06 


444 


5.0* 


22 | 


903 


1886 


C20 H23 N5 05 


414 


8.7* 


40 j 


904 


1887 


C21 H23 N5 06 


442 


7.8* 


34 1 


905 


1888 


C23 H27 N5 04 


438 


5.6* 


25 1 


a r\ c 


1889 


Z2\ H25 N5 04 S 


444 


13.2* 




907 


1890 ( 


:22 H27 N5 04 


426 


11.3* 


51 1 


908 


1891 ( 


322 H25 N5 05 


440 


7.4* 


33 1 


909 


1892 ( 


Z22 H27 N5 04 


426 


5.5* 


25 1 


910 


1893 ( 


:23 H29 N5 04 


440 


5.7* 


25 1 


911 


1894 C 


:23 H29 N5 04 


440 


9.4* 


41 1 
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1895 



C24 H31 N5 04 



455 



8.5* 



37 



7 ] 2-%/W<^-<( ;U- l - (4-^nn^y-/;l/) fc°p U v'ygp-^^c 
d 1 -7°n (2. 5 g s 2 1. 8mmol) £>7-i? h - b 0 

5 A* (3 5mL) SSSft^ F> U % 1/ (7. 4 5 m L) H-^nnXy-^ 

^DJJK (3. 88g, 24. lramol) fcJOjifc. r ©KJSft&llfc* 7 0 'Ct? 
4«fffl, *6V*T2 5tfl 6ll#|Bj«#Ui: 0 #P>*ifciB3*j£S^ n a ^ * > (2 
OmL) "C^RU TRT'^tfc (3 0mLX3) „ W$SJI£i£*kL (MgSOj 
. SiUfc. ^-7F^77^ (S i 0 2 , ^y-^DD^y) (cif9 
10 2-#A"<*'fA'-l- (4-^on^i;;H \fvl)i?y&fflt (5. 2 1g, 
8 1 %) . 

[#%0<J8] 2- (T^y^^) -1- (4-»op^) gpjj_£>g) 

2 1 - (i-^DB^y-^) fn!)i/y^iM B H 3 — TH 
15 F (9. 4mL) {C^M U 7 0 °C L fc 0 1 6 BfPal 2 5 P$ffl$e> 2 EK $ 

?)inM BH 3 — THF (0. 5£S) 4 0R#H8& 1 MttHtrAlit. 3 

3M&K (6mL) ^JPxi, Rf&#» fc^f- 3 ^mmmW Ltc . 
2 5tSt'MU 6M NaOH*»T7/^y)tiL, i^pppt^y ( 
4X1 5mL) ICTffltH Ufc. ?D?h^77-(- (SiOj, P r OH/H z O/ 
20 NH 4 OH=8 : 1 : 1) -CfifSjf S - t Kl ± 9 , 2- (7?/^f/V) - 1 - (4 
- ? p p^v^U) fp y ( l . 2 1 g , 8 6 %) fc e 

£<b\z. (S) -2- -1- (4-^nn^ 

/W) fny^^i: (R) -2- (7?;>f^) -1- fc° 

25 LTCo 

(S) -2- (7 5/^f/U) -1- (4-?bc<^) fc"P ]) i/ls : l H 
NMR (CDC 1 3 ^ 400MHz) 6 1.40-1.80 (m, 5 H), 1.80-1.95 (m, 1 H) 
, 2.12-2.21 (m, 1 H), 2.48-2.65 (m, 1 H), 2.66-2.78 (ra, 2 H), 2.85-2.95 (m, 
1 H), 3.26 (d, J = 13.2 Hz, I H), 3.93 (d, J = 13.2, 1 H), 7.20-7.40 (ra, 4 
30 H) 
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(R) -2- (X$/>?vU) -l - fpi).^ ( 

S) -Uttflctrat'H NMR£^Lfc 0 

[m«9 13] 2- [ (N-^Wym^U) T ^ / ^ fj£ - i- (a 
- 9 pp^'M go !J £>; {jk&m&% 3 4 4) Q&e£ 

2- (75;>fyl,) -1- fn y ^ (22. 5mg 

, 0. 10mmol)idl-^/^D^(o. 12mL) O^dd^ 
A (imL) EDCI (2 3mg) , HOB t (16. 2mg) , &XV 

M)x^75>(15. 2 M L) £*D;i, 2 5 0 CT16^a#Uf Co r^Jk 

^PD^^ (0. 5mL) flffiL, 2M NaOH*gf (0. 
7 5mLX2) vmL. PTFEgtlfi t 5^ia otajil) jgjgfs: 
t^X<0. 2 - [ (N-- O-^^D^^w) TS y^^3 _ 1 _ (4 _^ DD 
^vvW) fny^ (ftmf3 4 4) ^ (74mg, . M g£ 

RPLC/MStT*ftfe(85%) 1 ESI/MS m/e 44 2 (M + +H, 
C 23 H 32 C 1 N 3 0 2 ) 

[HJ&0iJ 9 1 4-9 3 3] 

1 3©;fr»fc:tto-C*J*Lfc 0 £.»T?*4xtf, ?nv|.^7^ (HPLC-C, 
7th=hyVH 2 0/TFA) T«U BW**TFA*iLT#fc. E 
SI/MS ^ *S*Xm*t:*l 9lc*tlt>tz 0 ft**** 3 3 

9i3 4 0ttWe*uTS5tf>l H NMRSr^Lfe. 

fl 19 









ESI /MS m/e 


4Xfi (mg) 


42* (%) 


914 


330 


C21 H24 CI N3 02 


386 


75* 




915 


331 


C22 H2 6 CI N3 02 


400 


44* 


70 


916 


332 


C24 H30 CI N3 05 


476 


57 




917 


333 


C20 H23 CI N4 02 


387 


40 




918 


334 


C22 H26 CI N3 02 


400 


68 




919 


335 


C21 H23 CI N4 04 


431 


73 




920 


336 


C22 H23 CI F3 N3 02 


454 


75 




921 


337 


C22 H26 CI N3 02 


400 


68 




922 


338 


C22 H26 CI N3 02 


400 


70 





WO 00/69432 



2 8 5 



PCT/JPOO/03203 



923 


341 


C22 H26 CI N3 02 


400 


80* 




924 


342 


C22 H26 CI N3 02 


400 


68 


SAW 


925 


343 


C24 H30 CI N3 02 


428 


63 




926 


345 


C23 H27 CI N2 02 


399 


68* 




927 


346 


C23 H26 CI F N2 03 


433 


51 




928 


347 


C24 H29 CI N2 02 


413 


47 




929 


348 


C23 H27 CI N2 02 


399 


26 




930 


349 


C21 H25 CI N2 03 S 


421 


42 


fern® \ 


931 


350 


C26 H33 CI N2 03 


457 


12.4 


54 


932 


351 


C22 H26 CI N3 03 


416 


34 


81 


933 


352 


C22 H25 C12 N3 03 


450 


51 





[^#19 3 4] fe£-»g-§-3 3 9 :8 2%; *H NMR(CDC1 3 ) 6 1 
.52-1.75 (m, 4 H), 1.84-1.95 (m, 1 H), 2.10-2.20 (m, 1 H), 2.67-2.78 (m, 1 
5 H), 2.80-2.90 (m, 1 H), 3.10-3.20 (m, 1 H), 3.25 (d, J = 13. 1 Hz, 1 H), 3.5 
0-3.60 (m, 1 H), 3.89 (d, J = 13. 1 Hz, 1 H); 4.28-4.20 (m, 2 H) , 7.00-7.05 
(m, 1 H), 7.12-7.29 (m, 4 H), 7.51 (t, J = 7. 8 Hz, 1 H), 7.74 (d, J = 7. 8 H 
z, 1 H), 7.99 (d, J = 7.8 Hz, 1 H), 8.10-8.27 (m, 2 H) 
[H;fe#iJ9 3 5] 340 : 6 8%; 'H NMR(CDC1 3 ) 5 1.5 

10 5-1.73 (m, 4 H), 1.86-1.97 (m, 1 H), 2.12-2.21 (m, 1 H), 2.67-2.76 (m, 1 H) 
, 2.86-2.93 (tn, 1 H), 3.14-3.21 (m, 1 H), 3.27(d, J = 13. 1 Hz, 1 H), 3.52-3 
.59 (m, 1 H), 3.89 (d, J = 13. 1 Hz, 1 H), 4.09-4.21 (tn, 2 H), 7.00-7.07 (m, 

1 H), 7. 12-7.30 (m, 4 H), 7.50 (t, J = 7. 8 Hz, 1 H), 7.73 (d, J = 7. 8 Hz, 
1 H), 8.01 (d, J = 7.8 Hz, 1 H), 8.10-8.25 (m, 2 H) 
15 [#%0ij9] 3- [T±ZA±Jkl ~ 1 ~ t°a})i/><D 

4-#/W<3rv'- 1 - \? p JJ 2 (5. 0 5 

g, 2 Omm o 1) „ EDCI (2. 85g, 2 2mmo 1 ) x HOB t (2. 9 
7 g, 2 2mm o i ) „ id iitfW aa^^y (lOOmL) (Dt&&&\Z. 0 . 5M 
20 T^-TWtt-V-yftMt (6 OmL, 3 0mmol) Sr*D*.fc. ^OfcfoM 
5mfflWWL, 2M HCl (30) t2M NaOH*j§jS (1 
0 0mLX4) -casfrLfc. *^ Atffl, WM, lit 



10 



15 



25 
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(i. 4 9 g ) zm&<Dmfoi: Lxmz,, 

4-**/<*-f/u-i_ t'D^i?y-2-ty (1.4 

9g> ©THF (15mL) OM BH 3 0THF^ (2 5mL) *M 

i©RJ6»^*fcSfi-Cl 5B#M«#UX: 8 *«E«r«ET 
|C|**L*:. tK (3 0mL) (lOmL) fcjq;t % Ml 0 0tt2 

(5 0mLX 3 ) f«lffiU; 0 WfcS^fc-frT, K 2 C0 3 tm ttig. 
*7Mnvh^7^ (S i0 2N 1 5%**y-,u-5%hV^ 

(4_,BB ^* ) trnyj?> (8 60m gl 19%) *ft6tt**£ LTft 

CIWJ 1 0 3 1- - a - [ [£yy 1± y 1 yj ^ 

3 b°n y 2>^&& 

3- -l- \?u])i?y (8 6 0mg, 

3. 8 mm o I ) , hPif/U7§y (5. 7mm o D^N-tert-/^ 
(7 04mg) , EDCI (5 94mg) , HOB t (67 
3mg) , *3iy^BD^^ (20mL) ©jg^ft^Sfi-c 1 5 Lfc 
„ *9uu*9v (5 0mL) S:AP*. % »2M NaOH*»« (SOmLX 

20 2) -?**u m*a-c«*, 8& litsr^ia^ 3 - [ [ 

N- (tert-yh^y«-yu) i/y^U] T S. / ^f- yu] -1- ( 4 _^ 
n D^y-^) fny-^y (1. 3 1 g, 9 0%) £#f Co 

3- [ [N- (ter t -Zf Y *W7/UzK^U) ^ y ^u] T 5 y ^ f-yU] -1 
- hTny^ (8 04mg. 2. llmmol) <D * * J 

(lOmL) «K4M HClC^fyii (5mL) Hffi 
-C3. 5^«#Ufcfl. «BU 1M NaOH*S«(20mL) fcAflitfc. 
'^ DD ^ y (20mLX3) -ettWU «Jtfifc*£*>t»r-C, W^hyr>A"C 

*«t5;itJ:9, 1- (4-?ddk>^) _ 3 _ j- 

/) t'ny^> (5 9 9mg, 10 0%) *#fc„ R P L C/M S 

fcT**fc (10 0%) 0 ESI /M S m/e 2 8 2. 2 (M + + H, C I4 H, 
0 ClN 3 O) 



30 
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LMI&ffl 9 3 6] 3- [ [N- [3- b L> TJk^J^k^^dM 

) (o&m 

3- ( h*) y^n/.fjV) ^VV-iiV*? a f) K ( 0 . 0 5 8mmo I ) (Di/9 
5 PD^y (0. 2m L) ^7&£, 1- (4-^PP^y-^) -3- [ (Wis 
5 /) >?VU] t°o !) v 5 ^ (0. 0 5 Ommo 1 ) n ntfc/UA (0. 2m 
L) Jgffii fc'^y S>/^?vwtf y (60mg) O-^PD^y (lmL 

— * (0. 3 0mL) £Anx, r©5f£?S^Va r i a n™ SCX*7A|C^ 

10 ffifU t*/—* (15mL) Lfc 0 2M NH 3 ©>^;-^ ( 

5mL) gflBtefflV^TiSfflU r <h (C <fc 0 % (3- [ [N— [3- M 7 

;utn^f;^yy*^;u) ^yv^u] -1- 

) t°ny^y 1 46 3) £#fc (2 2. 4 m g, 9 9%) „ *$g£R 

PLC/MStCT**7t (9 7%) „ ESI/MS m/e 4 5 4. 2 (M + + H 
15 x C 22 H 23 'C 1 F 3 N 3 0 2 ) 
IMM 9 3 7- 9 4 4] 

20 3? 20 









ESI/MS m/e 


Jfcft (mg) 




937 


1464 


C22 H23 CI F3 N3 03 


470. 0 


21.0 


89 I 


938 


1465 


C23 H22 CI F6 N3 02 


522.0 


24.5 


94 j 


939 


1466 


C21 H23 Br CI N3 02 


466.0 


20.8 


90 


940 


1467 


C21 H23 C12 N3 02 


420.0 


19.6 


93 


941 


1468 


C21 H23 CI N4 04 


431.2 


19.5 


91 


942 


1469 


C22 H22 CI F4 N3 02 


472.0 


21.8 


92 


943 


1470 


C21 H22 C13 N3 02 


456.0 


22.1 


97 


944 


1471 


C21 H22 CI F2 N3 02 


422.0 


20.9 


99 



9 4 5] 3- [ [N— (2-75/ -4, 5 - 22Jk^E^S^dM 
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g y w\ r % j * f-M - i - ( 4 - * p P^iMQ epjjfy (fca-^-g- 

1 5 0 6) 

1- -3- [ (^ysvUTS/) *?vl/| fny-^y ( 

0. 0 5 0mmo 1 ) 0^pd*m (i. 3 5mL) her t /-/U ( 
0. 05mL) ©fcfcfc, 2-75y-4, 5 - i?7jV*u%mm (0 . 060 
mmol) , &4V7u}£a,1,a,#*M* K (0. 0 6 0mmol) fcitfHOB 
t (0. 0 6 0mraol) £*Dx.fc 0 £4>£J&&64fe££ft-? 1 9R»H]«^L^tt 
, Va r i a n™ SCX*7A|;MU ^/^Ad D *m=i . j (l 
OmL) ^^-yV(lOmL) T'gfe^Lfc. 2M NH S W^- 

* (5mL) gS^ffl^TgfflU **H-5rilUD, 3- [ [N — 

7-4, 5-^7;U^-d-<>/^^) TS/^fvU] _ x _ (4 _^ D 

u-O^/W) fny^y (M«H1 506) (2 2. Omg, £ftft) 

. WttRPLC/MSCmft (9 2%) , ESI/MS m/e 4 3 7 ( 
M + + H, C 21 H 23 C 1 F 2 N 4 0 2 ) 
IMMW 9 4 6- 9 5 2] 

* t #>fc„ 



U 21 



20 









ESI /MS m/e 


iJXft (mg) 


W (%) 


946 


1506 


C21 24 Br CI N4 02 


481 


20. 6 


86 


947 


1507 


C21 H24 F CI N4 02 


419 


21.7 




94 8 


1509 


C27 H28 CI N3 02 


4 62 


26.5 




949 


1510 


C21 H24 CI I N4 02 


527 


22.0 


84 


950 


1511 


C19 H21 Br Cl N3 02 S 


472 


23.7 




951 


1512 


C21 H24 C12 N4 02 


435 


22.3 




952 


1513 


C27 H28 Cl N3 04 S 


526 


24.6 


94 



[##0iJl 1] 1- (4 o P^>-vv^) - ^J^^CQ-^-Bfe 

4-^n/<y{?HP!) K (6. 4 2 g> 3 9. 9mmo 1) *«Pr 2 NE t 
(7. 7 4 g, 40. Ommol) ^->flfcr^/U ( 6 2 9 gl 4 0. 
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Ommol) CDT-th-YVfr (15mL) m&\ZlNz.1t 0 ro£f£*l^£7 0 

°c-ci. 5mm®WLtz&, mmzmi±T^m£Ltz a gtgici&fpNaHcoa*^ 

® (5 0mL) Z1mz.. Mjc^/U (lOOmL) -ettffitfc 0 #$Jl£g&ftlNa 
HC0 3 7tt&#n:ifc#U Na 2 SO 4 «Lf: 0 }§$££^EET^I&£-?-5 C «h |:± 

(li. o g , 97. 8%) 0 z(Dh<r>\*m%k-tz>^ tf£<mmLtz 0 mm^Rp 

LC/MSlZ.X#tbtz (9 7%) 0 ESI/MS m/e 3 8 2. 2 (M + + H\ 
C 15 H 21 C 1 N0 2 ) 
L i OH (1. 6 6g) ©H 2 0 (2 5mL) 1- (4-^0^/1- 

10 ) ^^3fy|ifyKDTHF (6 0mL) &m\c1)\iZ-tz 0 w^KfE^"^^®. 
-CI. 5B#^Wbfc. ^^ffiT(d^*LT^7r^^c@*^#fc 0 *7A 
^D^h^y^^- (SiOj, 5 0%^;?/-^-^ anjfy) 
1- (4-^dd-O-^/W) ^=/^y$j (9. 75g, 9 8. 2%) £H6feT 
^V77^ti*i: LX'&tz a ^^RPLC/MS(CT*fefc (>9 5%) e E 

15 SI/MS m/e 2 5 4. '0 (M + + H v C 13 H 17 C1N0 2 ) 

[#%#J 1 2 ] 1- -3- [ (t e r t-yh^^ 

1- (4-^nn^y-;^) z^fy^ (7. 0 6g, 2 7. 8mmol) ©' 
BuOH (5 0 0mL) ffifflftc^ hV^^T^^ (3. 3 8 g) t Stfrffc t tz 3 
20 — y (3 0g) £AP;ifc 0 -n — /U* X /ft D yUT K (8. 5 8 

\zm£LtL'&, B^mm^^ (soomu i^?u mmm^m^N &hc 

0 3 *&m (1 0 0mLX2) k-kt&fc (50mL) "C&ftN (Na 2 SO„) , 
®ffiT{cMLfCo ^7h^7^ (Si0 2l 2 5%ft^xf;l- 

25 I^J;I3^L> 1- -3- [ (t e r t-yh^->AM 

7 5/] t°-<y^V (2. 9 5g, 3 2. 6%) £ SfelS.ilSfllfri: LT# 
/t> 'H NMR (CDC 1 „ 3 0 0MHz) 8 1.4-1.75 (br, 4 H), 2.2-2.7 ( 
br, 4 H), 3.5 (br, 2 H), 3.8 (br, 4 H), 7.3 (br, 4 H) ; Iffift^rR P L C/MS 
Ct*»fc (>9 9%) , E SI /MS m/e 2 6 9. 2 (M + + H-5 6, C 

30 i 7 H 26 C 1 N 2 0 2 ) 
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1- _ 3 _ [ (ter t -7 h TXS 

] t^^/y (2. 5 5g, 7. 8 5mmo 1) tf»*y~,u ( 2 5mL) 
, 1M HCl-Et 2 0 (50mL) ZMZ.tz e Z 2 5°CT* 1 5B# 

WW* US:. *KttteTfc»*U 3-75/-1- (4-?dd^) f 
^^•lS^7W7^I(Catj|fc (2. 49 gl J£*to) . ffi 
*tRPLC/*IStT*»fc (>95%) . ESI/MS m/e 2 2 5^2 
(M + + H, C 12 H 18 C 1 N 2 ) 

[JHM9 5 3] 1- -3- r r N - (3-^;i^v 

N- (3-^;^^)^y^ (l0 6mg Q 0 5 5mmol) 
. EDCI (10. 5mg) Jo^l-kKn^y/Mir^^ (? 
• 4g) *, l- -3-75ytV yi5> .- Si4 (l 

4- 9mg, 0. OSOmmol) thV^UT^> (15. 2mg) Of a 

(2. 5mL) »»K:Jp^fc. - ©fiOSa^K,*. 2 5 <CT' 1 6 ^ffiW U 
. 2 N NaOH**K (2mLX2) (l mL ) Tft#Lf- 0 PTF 

EKKi£Sttjfift, ***ttEETfc»*U 1- °_ 3 _ [ 

5) **fc<17. 4mg, 8 7%) 0 l^*R P LC/MSfcT#«>fc (9 7% 
). ESI/MS m/e 4 0 0 . 0 (M + + H, C 22 H 2 . C 1 N 3 O 2 ) 
LMMffl 9 5 4-9 8 2] 

5 3^«oT^Lfc t ESl/MSf-^ ft*. 48J:WR«*2 2fc 

S 22 



3»J 




£?5£ 


ESI/MS m/e 


iRft (mg) 


W (%) 


954 


354 


C21 H24 CI N3 02 


386 


16.1 


83 


955 


356 


C20 H23 CI N4 02 


387 


19.4 


100 


956 


357 


C22 H26 CI N3 02 


400 


16.8 


84 


957 


359 


C22 H26 CI N3 02 


400 


8.9 


17 


958 


360 


C22 H25 CI N4 04 


445 


25.6 
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959 


361 


C23 H27 CI N2 02 


399 


15.5 


29 


960 


362 


C24 H29 CI N2 03 


429 


12.4 


58 


961 


363 


C21 H25 CI N2 02 S 


405 


22.2 




962 


364 


C24 H29 CI N2 04 


445 


20.7 


93 


963 


365 


C24 H29 CI N2 02 


413 


15.6 


75 


964 


366 


C23 H26 CI F N2 03 


433 


21.6 


100 


965 


367 


C23 H27 CI N2 02 


399 


11.9 


60 


966 


368 


C22 H25 CI N2 02 


385 


16.0 


83 


967 


369 


C22 H24 C12 N2 02 


419 


13.9 


60 


968 


370 


C26 H33 CI N2 03 


457 


15.9 


54 j 


969 


371 


C25 H31 CI N2 03 


443 


19.6 


84 


970 


372 


C21 H25 CI N2 03 S 


421 


23.0 




S 971 


373 


C23 H28 CI N3 02 


414 


19. 1 


92 


972 


374 


C24 H30 CI N3 03 


444 


18.6 


84 


973 


375 


C23 H27 C12 N3 02 


448 


18.0 


80 


974 


376 


C24 H30 CI N3 03 


444 


19.6 


88 


975 


377 


C25 H31 C12 N3 02 


476 


20.7 


87 


976 


378 


C27 H33 CI F N3 02 


486 


23.9 


98 


977 


379 


C25 H30 CI N3 03 


456 


33.3 




978 


380 


C24 H30 CI N3 02 


428 


9.8 


46 


979 


381 


C21 H26 CI N3 03 S 


436 


10.3 


47 


980 


382 


C22 H26 CI N3 03 


416 


24.4 




981 


383 


C22 H25 C12 N3 03 


450 


27.5 





[^JS0*J9 8 2] 5 8 :8 8%; l H NMR (CDC 1 3 ) 5 1.5 

3-1.75 (m, 4 H) , 2.12-2.20 (m, 1 H), 2.37-2.50 (m, 2 H), 2.53-2.61 (m, 1 H) 
, 3.38-3.50 (m, 2 H), 2.53-2.61 (m, 1 H), 3.38-3.50 (m, 2 H), 4.06-4.20 (m, 
5 3 H), 7.10-7.13 (m, 1 H), 7.18-7.30 (m, 4 H), 7.59 (t, J = 7. 8 Hz, 1 H), 7 
.79 (d, J = 7. 8 Hz, 1 H), 8.01 (d, J = 7. 8 Hz, 1 H), 8.11 (s, 1 H) 

[#%0»J 1 4 ] l-^Vvvl— - 4- [ [N— (ter t Y g^fl/M<£7U) 

4-7$/-l-'<y^f'<!J^y (3. 8 0g, 2 Ommo 1) <Di/?uu 
10 (4 0mL) mmz. N— (ter t - 7 V friS-fr) ?9 is> (3 

. 4 8 g, 2 0 mm ol), ED CI (4. 0 2 g, 21mmol), fcitfHO 
Bt (2. 83g N 21mmol) SriP^fc 0 ^ ©S£&£-4*j££ifi-? 1 2 H$ffl& 
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TttfflUi: (2 0mLX2) . *«B**;b*-C* (2 0mL) fcitf*** (2 
OmL) T'gfe^U &*«g^Sy*ATf^ litfc t *^ D ^ 

^7-/- (S i 0 2> g^^^u/>^y^/).y^^/u T 5 >=8 5 . x 2 . 

5 3) tWItSCfcfctJ, l-^-4-[N-(tert-n^M 
^y^u] 7?;txy^ #f: (6 5 9 g ^ 9 50/o) ^ 

[##0J 1 5 ] (^U^r^y) b'^u^xn^ 

1— <>^_ 4 _ [N _ (ter t-^h^^^jjf-^) ^y^, w] TSy 
t^y^ (6. 5 9g) <W/-,w ( 8 OmL) jMKfc, 4M HCl^t 

io *v>®®zto*-ti 0 z<»mz&&v2vsmmwLit 9 mm. 2m n a oh 

**« (20mL) $rJB^ S^nn>*> (40mL) tifflU ttttJ^^^ 

±t)l-^y;U-4- W»i,A,T%J) b^y^( 3 . Big, 8 3%) £ 
15 #fc:'H NMR (CDC I 3s 4 0 0MHz) 5 1.47-1.59 (m, 2 H), 1.59 (b 
r, 2 H), 1.76-1.96 (m, 2 H), 2.10-2.19 (m, 2 H), 2.75-2.87 (m, 2 H), 3.29 ( 
s, 2 H). 3.50 (s, 2 H), 3.65-3.89 (m, 1 H), 7.15-7.23 (m, 1 H), 7.23-7.33 ( 
m, 5 H) 

*©tt©4 - ts/*t §y - 1 -^^e^y j;^ ^« t5 g^ 

fciU^j£#J£/Bl^T##0i|l 4^1 5©*6t8oT^Lt, 

4- (^-77=^7?/) -l-^^tX^^ :2 . 46g, 5 1% ( 
2IS) o 

1 t>i?A*-4- ( (S) -o^w^/) £V<y. 



20 



25 



: 1 • 7 8 g, 7 4 
% (2 IS) o 



1— ( (R) -D^^ 75y) t^y^> : i. 4 8g, 6 1 
% (2 Ig) . 

2> (jfrj^##3 8 6) 
*flS^^^^ (0. 0 6 0mmo 1 ) (O^nDTjsyUA (o. 4mL) 

30 (^y^ur-/) t^y^( 0 . O5o mrao i) thy 

Xf/1/7 ^. (0 - O70mmol) C^d*m (l. OmL) »«{Cjpifc 
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®m (1. 0 4mmo l/g, 50mg, 5 0mmo 1) £ADx., MT* 1 2 B#PbJ 
9 Lfe, SfS=^#l^®ii U ttWBi^on^^y (0. 5mL) T'Sfci^L 
fc 0 «ffiiftttSr-fr*>*t:, '^CD^y (4mL) ^D^L, ^2M Na 
5 OHTk^ (0. 5mL) Ti5fcfrU 4- (N-^y^y^y-^) 7^/-l 
— C^/H^JJ (fc£4t**3 8 6) (11. 3mg, 6 4 %) „ jjsfc 

g£R PLC/MS^T^ft/c (9 4%) 0 ESI /MS m/e 3 5 2. 0 ( 
M + + H, C 21 H 25 N 3 0 2 ) 
[^3i0*J9 8 4-1 0 34] 

9 8 30^ft|^oT^Lfc 0 ESl/MSf^^ HXS. *5it>*»^2 3 

S 23 







»*5t 


ESI /MS m/e 


Afcjl (mg) 


JR^P (%) ; 


984 


384 


C22 H26 CI N3 02 


400 


60.0 




985 


385 


C21 H23 CI N4 04 


431 


58.7 


91 


986 


387 


C25 H27 N3 02 


402.5 


15.5 


77 


| 987 


388 


C21 H24 N4 04 


397.0 


16.2 


82 ; 


988 


389 


C23 H27 N3 04 


410.0 


16.2 


79 


989 


390 


C22 H24 F3 N3 02 


420.0 


17.4 


83 


990 


391 


C22 H23 F4 N3 02 


438.0 


18.4 


84 


991 


392 


C22 H24 F3 N3 03 


436.0 


17.1 


79 


992 


393 


C21 H24 Br N3 02 


430.0 


18.0 


84 


993 


394 


C21 H24 CI N3 02 


386. 0 


16.4 


85 


994 


395 


C21 H24 Br N3 02 


430.0 


17.2 


80 


995 


396 


C21 H23 F2 N3 02 


388.0 


15.1 


78 


996 


397 


C21 H23 C12 N3 02 


420.0 


11.7 


56 


997 


398 


C22 H27 N3 02 


366.0 


13.1 


72 


998 


399 


C26 H29 N3 02 


416.0 


15.8 


76 


999 


400 


C22 H26 N4 04 


411.0 


17.4 


85 


1000 


401 


C24 H29 N3 04 


424.0 


16.9 


80 


1001 


4 02 


C23 H26 F3 N3 02 


434.0 


17.7 


82 


1002 


403 


C23 H25 F4 N3 02 


452.0 


18.6 


82 
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1 1003 
1 1004 






404 


C23 H26 F3 N3 03 


450.0 


17.8 


79 | 


1 1005 


405 


C22 H26 Br N3 02 


444.0 


17.9 


81 I 


1 1006 


406 


C22 H26 CI N3 02 


400.0 


15.5 


78 1 


1 1007 


407 


C22 H26 Br N3 02 


444.0 


17.8 


80 1 


1 1008 


408 


C22 H25 F2 N3 02 


402.0 


15.6 


78 i 


1 1009 


409 


C22 H25 C12 N3 02 


434.0 


17.6 


81 1 


I 1010 


410 


C25 H33 N3 02 


408.0 


16.2 


79 J 


I 1011 


411 


C29 H35 N3 02 


458.5 


18.8 


82 1 


I 1012 


412 


C25 H32 N4 04 


453.0 


19.4 


86 | 


1 1013 


413 


C27 H35 N3 04 


466.0 


19.8 


85 1 


1 1014 


414 


C2 6 H32 F3 N3 02 


476.0 


20.2 


85 1 


I 1015 


415 


C26 H31 F4 N3 02 


494.0 


20.5 


83 J 


1 1016 


416 


C26 H32 F3 N3 03 


492.0 


1 19.5 


79 I 


1 1017 


417 • 


C25 H32 Br N3 02 


486.0 


19.1 


79 1 


1 1018 


418 


C25 H32 CI N3 02 


442.0 


17.7 


80 | 


1 1019 


419 


C25 H32 Br N3 02 


486.0 


20.3 


83 i* 




490 


C25 H31 F2 N3 02 


444.0 


18.6 


84 I 


1 1020 


421 


C25 H31 C12 N3 02 


476.0 


19.4 


81 1 


J 1021 
1 1022 


422 


C25 H33 N3 02 


408.0 


14.4 


71 1 


1 1023 




C29 H35 N3 02 


458.0 


16.4 


72 I 


J 1024 


4 ?4 

*1 £* *1 


C25 H32 N4 04 


453.0 


18.1 


80 1 


1 1025 


425 


C27 H35 N3 04 


466.0 


16.4 


70 1 


1 1026 


4 ?6 


C26 H32 F3 N3 02 


476.0 


17.3 


73 f 


I 1027 


427 


C2 6 H31 F4 N3 02 


494.0 


18.8 


76 | 


1 1028 


*± £. O 


"26 H32 F3 N3 03 


492.0 


18.4 


75 1 


I 1029 


429 


-25 H32 Br N3 02 


486.0 


17.9 


74 1 
1 


I 1030 


430 ( 


:25 H32 CI N3 02 


442.0 


15.7 


71 I 


1 1031 


431 ( 


:25 H32 Br N3 02 


486.0 


17.7 


73 I 


1 1032 


432 ( 


:25 H31 F2 N3 02 


444 .0 


16.6 


75 I 


I 1033 


433 ( 


:25 H31 C12 N3 02 


476.0 


18.7 


78 I 




1016 C 


:22 H23 CI F3 N3 02 


454 


32.5* 


53 I 


1034 


1017 c 


:21 H24 CI N3 02 


386 


55.2* 











=^=»*S K (6. 4 0 g, 5 Ommo 1 ) <DT± h-h'J^ (l 5 OmL) t 
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i^;-^ (2 0mL) Ml:, hy^f-/UT5> (7. OmL, 50mmol) 
t4-^DD/<y^p!)K(8. 0 5g, 5 0mmol) Ztoz.tc 0 ^(Dfclfc 
O^T-l 6B#TO#tfc 0 H^lC^t^ t&f0NaHCO 3 7k&?& (50 
raL) <t7k (1 5 OraL) fcflO*., gfc&mfvU (1 5 OmLX 3) T'ffitbL, tttt} 

KHftSra:— TJV (lOOmL) "CgfcfrU 3 -%/W<^J 1 - (4-^nn 
^y^) tV<y 5^$:#fc (6. 9 8g, 5 4%) 
[###J 1 7 ] 3- (T^y/^/U) -1- fc°^iJv^ 

10 3-%/W<^4;U-l- e^y-^y (3. 8 0g, 15 

mmol) SrTHF (30mL) (C^L, 1M BH 3 — TH F (9. 4mL) £ 
AQX, 7 0t-C15^ffl»^Lfc 0 OlCKiftipgL 2Mt£$£(5 0mL) fcilDx., 
M£T*$ b(-3B#^lflf L, 4M NaOHTK^tCTT/^ytt^L, ffim^J- 
)V (10 OmLX 3) X'WttiLtz, M\ttW*&t>l£Xi!imfcX$cfr U fekN a 2 S 

15 0 4 T'g;it, Mi®, m%BLtc 0 *7A^n-7f;/77^- (S i0 2 , f^^gvW/ 
^9 J—fr/ h OznfvUT? >- = 8 0:15:5) t«t 5 - i: |r J; •? 3 - (T 
5/^fvi^) -1- fcVi") W (2. 0 5g. 5 5%) £r 

#fc: l H NMR (CDC1 3 , 4 00MHz) 6 1.00-1.09 (m, 1 H), 1.50-1. 
87 (m, 7 H), 1.97-2.06 (m ( 1 H), 2.65-2.77 (m, 2 H), 3.16-3.26 (m, 2 H), 3. 

20 32 (s, 2 H) , 3.40 (d, J = 13.3 Hz, 1 H), 3.49 (d, J = 13. 3 Hz, 1 H), 7.22- 
7. 33 (m, 5 H) 

\3mm 1035] 3- [ (N-^<>^A^-p^) r^y] ^^-/U-l- ( 
4-^pp^y^) tf^ps?^ Ub^#-§-4 3 4) 
WC^'y/^ )\s (0. OeOmmol) ©^dd*;1,A (O. 4mL) 
25 3 - t (P'V is/UTZ/) ^fvU] -1- (4-^nn^vvW) tX|)-yy ( 0 
. 0 5 Omm o 1 ) t h ] J ^"f^T $>- (0. 070mmol) n a^jUM. ( 
1. OraL) ^Hgl^JPx^o 5 H#F B ^<b ? Lfc&\ ( 

TXJt^lV) #V X=?-U>ffim (1. 04mraol/g > 50mg, 50mmo 

1) zm*., mux-i 2mmmtoLtz 0 wml, ffim&i>? uut$^ (o. 5 

30 ml) TifcfrLfc. ffiMtrnftZ-fr-telt, i/?au/#> (4mL) ^iit, 2 
M NaOH7KI§?« (0. 5mL) T'fttfK *tffa"f 5 r t \C X <9 . 3- [ (N--< 
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4ft**4 3 4) (14. 7mg, 74%) . ***RP LC/MSKlT* 

»fc(9l%).ESl/MS m/e 4 00 (MHH, C 22 H 26 C1N 3 0 2 

C^ife0»J 1036-1058] 

103 5O*fittto T *«Lft. ESl/MSr-^ *J:ttR»«2 
4|C*iii)fc 0 



* 24 



10 



1 1036 


■ 1 1— i □ IWbej ry 

1 435 




ESI /MS m/i 


'I (mg) 




1 1037 


I 436 


" C26 H28 CI N3 02 


450 


16.0 


71 


1 1038 




C22 H25 CI N4 04 


445 


18.9 


85 j 


1 1039 


I 437 
1 438 


C24 H28 CI N3 04 


458 


18.2 


79 \ 


1 1040 




C23 H25 CI F.3 N3 02 '" 


468 


19.0 


81 | 


j 1041 


1 439 
1 440 


C23 H24 CI F4 N3 O? 


486 


20.2 


83 






C23 H25 CI F3 N3 03 


484 


18.9 


78 1 


1 1042 
1 1043 


j 441 


C22 H25 Br CI N3 02 ' 


478 


19.2 


80 j 


1 1044 


442 


C22 H25 C12 N3 02 


434 


17.3 


80 I 




443 


C22 H25 Br CI N3 02 


478 


18.8 


79 | 


j 1045 
I 1046 


444 


C22 H24 CI F2 N3 02 


436 


16.7 


77 j 


1 1047 


445 


C22 H24 C13 N3 02 


468 


17.9 


76 1 


1 1048 


446 


C23 H28 CI N3 02 


414 


14.6 


71 j 


1 1049 


447 


C27 H30 CI N3 02 


464 


17.0 


73 1 




448 


C23 H27 CI N4 04 


459 


1975 


85 j 


j 1050 
j 1051 j 


449 


C25 H30 CI N3 04 


472 


17.1 


72 J 


1 1052 I 


450 


C24 H27 CI F3 N3 02 


4 82 


19.4 


81 | 


I 1053 1 


451 


C24 H26 CI F4 N3 02 


500 


18.2 


73 1 




452 


324 H27 CI F3 N3 03 '" 


498 


18.8 


76 1 


1054 | 


..,..453 ( 


:23 H27 Br CI N3 02 " 


4 92 


19. 4 


79 I 


1055 1 

1056 I 


. . 454 . ( 


:23 H27 C12 N3 02 


448 


16.5 


74 1 


1057 j 


455 ( 


:23 H27 Br CI N3 02 


492 


19. 3 


78 I 


1058 I 


456 C 


:23 H26 CI F2 N3 02 


450 


17.1 


76 




457 C 


:23 H26 C13 N3 02 


482 


16.9 


70 J 
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[#%0ij 1 8 ] 4- -I" t°^Vi/> 

4 - f-<D v=>- (7. 0 0 g, 6 1. 3mmo 1 ) (DT± b- 

h JJ/W (1 0 OmL) ^.{C, K 2 C0 3 (3. 02g) b4-?n a^y^/up a . 
5 !) K (3. 52g, 21. 8mmol) ^HllCjJD^fc 0 6 0°CX* 

1 6mmtmLtcm. 2 5°CIC&£|]U nmLtz a M^Dn^y (7 5m 
L) kit. (50mL) ©RJII^IiU 7k (50mLX2) ir&t&Tk (50mLXl 
) Tife#Lfc 0 (Mg SO<) , mil, * h^^^^- (S i O 

2 , 4%H 2 0- i PrOH) (ri^Ht^U 4- (T$//^W) -1- (4-i7D 
10 n-<^^) t^Dv^ (3. 5 8 g> 6 9%) £#fc 0 

[££0!l 1 0 5 9] 4- [ (N-^y^yl^!) vvuQ T$y] / ( 
fc^U^y ab-8'#l#^-4 5 8) <D£f& 
4- (7?;>f;U) -1- (4-^un-<v^) fc^Jl^y (5 0mg, 0 
. 2 lmmo 1 ) ©^nn^y (lmL) ^7£t^ |g£K (3 8mg^ 0. 2 
'15 lmmo 1) , EDCI (48mg, 0. 2 4mmo 1) , HO B t (3 lmg, 
0. 2 3mmo 1 ) „ t5<tt>*h !)xf^7^y (3 8 p L, 0. 2 7mmo 1 ) £: 

>t«L, 2M NaOH7k®i (0. 7 5mLX2) T'gfc^U ^ (MgS 
0 4 ) U mLfco ^7^77^- (Si0 2> §-S%*Z ;—/\s/i>?xi 

20 a>^y) X 5 4WM-r5>-<b(i e t 9 4- [ (N-'O'/'fyl/^y^V) T5/] 
;v-\- U-fiu u^i/ju) e^y (fc£-tt#-3-4 5 8) 
TFAHtfelU TFAi£$r#fc (10 5m g> 9 7%) . «^RPLC/M 
SklTjR&fc (8 5%), ESI/MS m/e 4 00 (M + + H, C 22 H 26 C 
1 N 3 0 2 ) 

25 CiHifctfiJ 1060-1086] 



25 
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PCT/JP00/03203 
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ESI/MS m/i 


" HX2E (rag) 


(%) 


1 060 


1 * o y 

1 a cz.r\ 


C23 H28 CI N3 02 


414 


86* 


78 




1 4 bU 

1 A £.1 


C23 H28 CI N3 02 


414 


55 


j 




I 3ol 

1 A C*i 


C23 H25 CI F3 N3 02 


468 


65 






1 

1 >i <r q 


C23 H28 CI N3 02 


414 


61 




1064 




C23 H28 CI N3 02 


414 


54 


*Stt 1 


X U DO 


1 464 


C25 H32 CI N3 05 


490 


56 




1UDO 
1 0£*7 


1 465 

I A tz r 


C21 H 25 CI N4 02 


401 


38 


96 j 


± UO / 

i nco 


j 4 DO 


C22 H25 CI N4 04 


445 


15 


34 j 


I Ubo 

1 A CO 


1 557 


C23 H28 CI N3 02 


414 


58* 


66 I 


JlUdS 

i nin 


| 558 


C23 H 28 CI N3 02 


414 


55 


1 


1U7Q 


618 


C25 H32 CI N3 02 


442 


58 




1071 
i mo 


686 


C26 H34 CI N3 02 


456 


62 


mmm 1 


± U /<£ 


I ^49 


C34 H37 CI N4 02 


569 


7.2* 


18 I 


1073 


750 


C24 H30 CI N3 03 


444 


4.7* 


14 j 


1074 1 


840 


C24 H29 CI N2 02 


413 


52* 


58 1 


1075 1 


841 


C23 H27 CI N2 02 


399 


52 




1076 1 


842 


C23 H26 C12 N2 02 


433 


55 




1077 I 


843 


C25 H31 CI N2 02 


427 


58 


z&fift 1 


1078 | 


844 


C24 H29 CI N2 02 


413 


56 


£ftft I 


1079 1 


845 


C24 H29 CI N2 04 S 


477 


62 




1080 1 

1081 I 


846 


C29 H31 CI N2 03 


491 


43 


88 I 


1082 1 


847 


C24 H28 CI F N2 03 


447 


54 




1083 I 


848 ( 


-25 H31 CI N2-02 


<L21 


47 


j£m&) j 


1084 1 


849 < 


325 H31 CI N2 04 


459 


55 


femtb 1 


1085 1 


850 ( 


:22 H27 CI N2 03 S 


435 


46 


1 




873 ( 


:20 H28 CI N3 02 


378 


. 44.8 


1 


1086 I 


874 C 


:23 H27 C12 N3 03 


464 ; 


51 





[#%*J19] 1- (4-»ap ^) -4- r N - (3. $^2ZjE^± 

4- (7?/^f^) -i- (4-^d^>^) ^y^(i2 0mg) 
Nal (2. 6Sflr) (DfttET, T -fe 1^ m> ^ 7 oX:v 1 6 R*ffl, 3, 

3-^7^^^Dtvi.^^vx^^-K (1. 0^4) £K&z#it 0 mm 
mom. *7^D 7 ^7 7 ^- (sio 2 ) x-mm-tz^ttx*)^ i- (4 _ 

tuu^i>;u) -4- [N — (3, S-^y^^Uy-a^u) 7?^f;U] t " 
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*<9*JV (118mg, 5 4%) mm*. RPLC/MSt*ftfc (9 8 

%) . 

[#%0iJ 2 0 ] l- (4-^ ap/<^) -4- [N— (2, 2-^7x=;V 

5 4- (7$y^f^) -1- (4-^DD'O'vvU) f^Di/y (I20mg) 
Sr^*/-/^, 2, 2-^7i^7tF7/l'ftK (0. 6 6S1) i^U^ 

MWyA^nv y?77<<- (S i 0 2 ) t£«fc 9, 1 - (4 - * □ D^^vvU 
) -4- [N — (2, 2-i?7iS/Hf*) 7?/>f/U] t^y^y (7 0m 
10 g> 4 9%) £#/c c «£f±, RPLC/MSfWfc (9 8%) . 

[3lii60<J 1 0 8 7] 4- [N- (N-^<y-/^/U^iJ vvu) — N — (2, 2-*J 
7x=;K^) 7$/>^W] -1- (4-^pn^;H fcV^Dv^ (^frfr 
5 2 4) 

1- -4- [N— (2, 2-^71^x^1/) 757 

15 7^/U) t^^-^y (O. O8 4mmol) COv^ n n /. ^ Jg^gg (1 

. lSfi) , HBTU (1. l^ft) , HO B t (1. l^fi) SrJ!)n^.3t 0 iCOK 
£ig£4&£4 Ott'2 4^K«j$Lfc. WltMTLC (Si0 2 ) let"), 
4- [N- (N-^^W/W^y V7U) — N— (2, 2-i*7x=7l'3L?vl/) 7i 
-1- t^D-yy Mfrfrfeff-g- 5 2 4 ) 

20 (8. 5mg, 17%) 0 R P L C/M S (CT**/c (9 8%) 0 ESI/ 

MS m/e 5 8 0 (M + + H, C 36 H 38 C 1 N 3 O z ) 
IMMm 1088-1090] 

0 8 7<D^ftl^ot^Lt ESl/MSf-^ iRft, *5 £XfilH&&& 2 6 
25 (C^tfefco 



^ 26 









ESI/MS m/e 


(mg) 


iR* (%) 


1088 


521 


C38 H39 CI F3 N3 02 


662 


5.5 


10 


1089 


522 


C37 H37 CI F3 N3 02 


648 


8.6 


16 


1090 


523 


C37 H40 CI N3 02 


594 


4.8 


10 



10 



20 



25 



30 
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2 1 ] 1- - 4 - [ U<t),UTS /I * ^] 

4- (7 5^f/l.) - l- t>;y^ y (i. 0g) 4 

. 2mmol)©^PD^y(2i mL ) hy ^,1-7 5 > ( 0 . 7 

6mL, 5. 4 4mmo 1) % d 1 -N- (t e r t -zf b*^<* ;Vtf=.,U) ,<x) 
> (1. 0 9g, 5. 0 3mmo 1) , EDCI (8 8 3mg. 4. 6 1 mra o 1 
KfcitfHOBt (6 2 3mg. 4. 6 lmmo 1) SrJoxfc, ^ga^ 
Sr2 5tT16^Lfci, ^np^y(20n,L) ?t*L, 2M N 
aOH ^ (20 mL X2) (20mLXl) T*8fc# U ftjft (MgSO, 

) U t«gLfc 0 ^v^77^- (Si0 2 . 3%^;^/^ Dn ^v 
) -?tt»f5C£U:,fcr) % l- _ 4 _ [ [ ( N - Bo c _ 

*9M 75/] t^y^ (1 . lg< 60 o /o) tWaftWjttta 

T#fc 0 ESI/MS m/e 4 3 8 (M + + H) 

1- - 4 - [ [ (N-Bocw^^) T57] M +» 

15 ] l^ilS^ (1. l g> 2. 5 lmmo 1) £3M HC 1 -*9/-frWtiL C 
2 5mL) fcJMlU 2 5ttl^Lfc 0 w U #6*1 
fcM l BuOH/H 2 0=3 : 1 (2 5mL) Jc**Lfc. (OH") £fc 

***-^iUH!fet45*-ej!iD^fc. WBfSrifcj: 5, l- ( 
^^"^ -4- [ (/^/P7?y) tvy^y (8l9mg 

, 9 7%) fcfcfc. -®^*ttrix£t±©«»4 :j6 J5l i:U ^ 3& , ofco esi/m 
S m/e 3 3 8. 1 (M + + H, C 18 H 28 C1N 3 0) 

l- (4-^DD^y^) -4- [ (^y->/uT5y) tr-:ys?>: 

0. 8 3 0 g, 6 7% (2Ig) , ES I /MS 2 6 9 (M + + H) 
1- _ 4 _ [ (ty^Tjy) t'-<y^>:0 

• 2 8 6 g, 2 0% (2 IS) , ES I /MS 3 2 6 (M + + H) 

4- [ (77=^7;/) *9vW] -1- (4-^pp^^) t 0 ^y^> : 

1. 2 0g, 6 5% (2 IS) > ES I /MS 3 1 0 (M + + H) 
1- -4- [ (7"ny^ T5 y) ^y.^. 
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1. 4 8 g, 8 6% (2IS) s ES I /MS 3 3 6 (M + + H) 

1- (4-^D/<y^) -4- [ S;=.yUT$ /) *=f-)V\ fcX])i/ 

V : 0. 8 3 0 g> 2 7% (2IS) > ESI /MS 3 6 7 (M + + H) 

1- (4-?DnX>-^) -4- [ ( (2-^5vUT7=vW) T$/) 
5 ] ^JJ^y: 2. 24 g> 62% (2Ig) , ESI/MS 3 2 4 (M + + H) 

1- -4- [ ( (0-*9-/V±y /is) 75/) >^vU] 

tf^y >>> : 0. 6 8 6 g, 3 8% (2180 , E S I /MS 3 4 0 (M + + H) 

1- -4- [ ( ( 1 -T 5 / uy"u V/Ujj/utf-fr 

) 75/) t°^U v 5 ^ : 2. 0 3 g, 8 2% (2 IS) , ES I/MS 

10 3 2 2 (M + + H) 

1- (4-?Dn^y^l/) -4- [ (tf-Yv'VWT? /) * fvU] bf^Uv?^: 
1. 30g, 5 8% (2 IS) , ESI /MS 3 5 2 (M + + H) 
• i- {4-?uw<^i//U) -4- [ ( (O— ^VvvH? y /U) 7^7) >?7U 
] e-ij) ^> : 1. . 3 4 g, 5 6% (2 IS) , E S I /MS 4 16 (M + + H) 
15 [#%0<J 2 2 ] 1- (t e r t -7 Y**/* /VOt-fr) -4- [ [N— (9-7 
^l^--yW>^U^-dr->-^yW7}f^^) ^y>yl/] 75/> 5vt^] b"^ y 

4- (75/^^) -1- (ter t Y ^v'tf/V/K^U) t^yv'y (5 
. 7 2g) ©^D'^^y (150raL) ^ifcK, M)if^7^y (3. 5 1 
g) , N- (9-7Jl>*l'->Vt3->\s**i/l>jVTfs=.;V) (7. 9 3g, 

20 2 6 . 7mmo I) , EDCI (3. 80g) , HOBt (4, 33g) £Anx.fc 
o 8l*IBIlt#LfcflK 7k (100mLX3) t&fcfc ( 

100mLX2) TifcfrU ^W^- h U 7 A« U *«Lfc. O'CT'T-fe 
h- h Vfr/ttJ—fr (150mL/lmL) tfigSU 1- (tert-^ 
h^f-ioU/M^AO -4- [ [N- (9 -7;w^v-^>5 : -^Pd-= 3 rv'*yi'^-^) 
25 ^y^yw] 75//f/V] tV<!JS^ (5. 7 5g, 4 4%) ftj|efe©«ftt U 

2 3 ] 4- [ [N— (9-7^U--yU^^^-^->^yU/Jfr:yU) g y 

1- (tert-Z^-yW^) -4- [ [N- ( 9 - TVl^W^M f- 
30 >\si!r*c%/l}/\,i&~)V) >fy*s)V\ 75/^f^] t'^Dv'ytvyi/y (3, 17 
g, 6. 42mmol) 4M H C I O i/Jr*-* ^mWi^Mx.tc 0 Z<Dmi&$: 
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tt-C5*m«#tt % W| U 4 - [ [N— (Q-^M-^M^*^ 
^>,U] 75^*] t^y^ ( 3 . 85 g) M SftCB#fcL 

[##0ij24] 4- [ [N— (9-7,^^^^^^^ 

4- [ [N- O-^^^M^^-^r^y^-^) y y ^ r?yy 
t^y^> (i. QOg, 2. 33mmo 1) ©l%f»/DMF (15m 
D muz % 4->f Wy X7^t K (1 . 2 4 g) iNa BH (OAc 
) a (2. 5 6g) ZMZtc. ^©»S«^*4r6 0t-Cll«rllI«#U tlCftj| 
U ««Lfc. N a HCO, (5 0mL) I^fvP (5 OmL 

X2) -CttWUfc. *B****>*-C\ feWWH-hp^^ ^ ^ L 
fc. *7A^n/ 57 ,- (SiO, 50%-10%^/^ D ^ 
fci5 4- [ [N— O-^U^^m^^^^^^ ^ >/U 

] 75/>^] -1- (4-^, W ^vVu) h^y^> (6 0 2mg) £ 
15 &&4>ftlitt#£ Ltftfc, 

C##0ij25] -I" - 4 - r [N— (9-7^U = ,u 

t^y^d. 00g, 2. 33mmol)c02. 
20 (SOmL) 4-^^XW t K (1. 0 9g, 8 . 16mmo 

1) £ N a BH 3 CN (6. 59,,10. 5 Bm „„ mf: , ^fiSa^ 
*6 0t*?13IW«*Ut. ftttlcft*«, 1M N.OH*JWE(5 0mL) 
t ^ BB; '^ (5 OmL) ««imU *|^Dn^y 

(5 0mLX3) Tf«aLfc. WM|f:*fo*T«*-eft»t, «Mt h y 
25 JUBLfc. *7A^nvh^7^ (SiO, 

mmx.7»=2 : 8) l^ij 1- U-^/U^^u) - 4 _ [ [N _ (9 _ 7 

0 m g , 6 2%) £#f Co 

C##0ij26] 4- [ (^y->yUT?7) ^1 i — (4-^^-^v 

30 2M b-^y^^co^Bfe 



WO 00/69432 PCT/JP00/03203 

3 0 3 

fvkl -1- U-Mf-A^-lt'O&M (5 9 0mg) ttXjJ^y 

(lmL) (ODMF (4mL) ^6 0tT2ltWUt. ^*§&, *7^^ 

ovh^77^- (Si0 2 , F y xf yl,7 ^ ^ / -/U/i/^ a □ ^ y = l 

: 1 : 9) X*mmtZ>^k\z£ V 4- [ (^^->/W75 7) ^fvl^] -1- (4- 
5 *f-A&*'<lsiS/l') (3 6 5mg) &fife©@f*:£ LT#fc„ *H N 

MR (CDC 1 3 , 2 7 0MHz) 5 1.25(dd, J = 12 Hz, 4.1Hz, 2H), 1.34(dd 

, J = 12 Hz, 4.1 Hz, 2H), 1.5l(br-s, 2H), 1.66(d, J = 12 Hz, 2H), 1.77(d, J 
= 7.3 Hz, 1H), 1.94(t, J = 9. 5 Hz, 2H), 2.48(s, 3H), 2.80(d, J - 12 Hz, 2H 

), 3. 18 (t, J = 6.2 Hz, 2H), 3. 35 (s, 2H), 3.45(s, 2H), 7. 18-7. 29 (m, 4H), 7.3 
10 5(br-s, 1H) 

1- (4-^/l"<^v?/U) -4- [ (ifV^T^/) \£y< 

: 3 3 3 m g , 7 9 % 0 

2 7 ] 4- [ (^!)->;U7-;/) >f-/^3 -1- (4-7/t>*as<isi> 
15 /u) V'tyiSw&m 

4- [ [N— (9-7./U;fr>=vM^W;fr*5/;&vU4?^/U) /yiz/U] T5 7^ 
fvU] ^llv^y (1. 5 0g, 3. 4 9mmol) , 4-7 jVirv^W ^7 u 
5 K (0. 4 7 8mL, 3. 84mmol) , *Jit>*h !)xfyV7$y (1 . 4 7 
mL, 10. 5mmo I ) C9T"fer Y-=-hV^ (200m L) M^lfit 1 3B#P^ 

20 jf#Lfc 0 *7A?D?h^77^- (sio 2> loyo^^y-v^^np/^ 

» \£&Q4 - C [N- (9 -7 lVir\s~)V}*f->V**ci/li>Vi£=.)\,) *f*)*S)V\ 
75/>f;w] t^JJ v>v£ t'^V S^fcfcfc, $<b£, 4- [ [N— (9-7;u 

(5mL) ©DMF (5mL) 1 7 RSFfl»# Lfc„ ffiffifft* #7 

25 A^nvh^77^ (S iO,, b U xf /U7 5 / -/b/ i^^ n n / ^ y 

= 0. 5:2:8) MJ^MMU 4- [ {?9is/VT^/) -1- (4 

-7/U;*-n'<>'S?/U) tvy-yy (4 5 3m gl 4 6%) Sr#fc 0 

2 8 ] 4- [ (£j)_v2kZlZ) -1- U-N-^xyl^ft 

30 4 — [ [N — (9-7yU^-U— /U>^^-drv'^yU3K— /U) ^yvVU] T 5 7 7 
fc"^ JJ ( 1 . 2 7 g „ 2 . 9 6 mm o 1 ) , h V ^)VT % V ( 1 . 2 
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15 



20 



25 



3 0 4 



5mL, 8. 88mmol),KI (5 0m g> 0. 3 0mm ol), *3«fctf7-fe 
h=M>* (2 00mL) 4- (N-7x=^^^^) 

WB!Mf (8 0 0mg. 3. 2 6mmo 1) <D71? h ^ M ,u (lOOmL) ^ 

»*»nF Ltz 0 z om&mzmmx- 1 9 i$isj&# u $ &k e ovx* 5 tzmmw l 

fc. ftffifft, *7A^nvh^7^ (SiO z , 5%^y^/^n D ^ 
V-Hxf^^/^y^^^^^ : 2 : 96) (Cj;r)*igJ 
U 4- [ (^y^/UT^y) -1- [4- (N-7x=**^^ 

) t^y^V (340mg, 30%) £#fc„ 

C^M 10 9 1] 1- -4-rfN- (3-^/^ 

1- -4- [ (^y/UT5/) fc»^i)^ ( 2 

0mg - °- 059mm ol) ©^nc^y ( 0 . 6 0mL) h V x. 

f-fl'TX* (0. 0 1 lmL, 0. 0 7 7mmo 1) , m-'>7y$,|fi (2 8 
mg, 0. 0 7 1mmo 1) , EDC1 (I3mg, 0. 0 6 5mmo 1) , fcj; 
I* HO B t (9m g> 0. 0 6 5mmol) &tnjUt 0 Cl 2 5 1 

•Qietmm&Lit. nbtitzmmz^uo*?^ (0 . 7 5mD ***u 

2M NaOH« (0. 75mLX2) "Cft^U P T F ElftilflH- 5 * £ 
tioTftftU. »*glCj;fJl- _4_ [ [ N _ (3 _ 

f7My^^) 75^fyu] t^y^ (fc**#*6 1 9) (2 

4. 2mg, 8 8%) *»fc 0 mf±*Ji«±©»«*KL4^ ofc> &££ RP 
LC/MSICT**fc (8 5%). ESI/MS m/e 4 6 7 (M + + H. C 26 
H 31 C1N 4 0 2 ) 

[3f i&#tj 1092-1543] 



$ 27 







#^3; 


ESI /MS m/e 


(mg) 


(%) 


1092 


467 


C22 H25 Br Cl N3 02 


478 


11 


46 


1093 


468 


C24 H31 Cl N4 02 


443 


9 


41 
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1094 


469 


C23 H28 CI N3 03 


430 


7* 


27 1 


1095 


470 


C23 H25 CI N4 02 


425 


21 




1096 


471 


C24 H28 CI N3 04 


458 


7 


29 


1097 


472 


C29 H31 N3 03 


504 


5* 


21 


1098 


473 


C24 H28 CI N3 03 


442 


16 


71 


1099 


474 


C23 H25 CI F3 N3 02 


468 


14 


60 


1100 


475 


C25 H32 CI N3 02 


442 


5 


22 


1101 


476 


C22 H25 CI N4 04 


445 


4 


17 


1102 


477 


C25 H32 CI N3 03 


458 


10* 


36 


1103 


478 


C21 H27 CI N4 02 


4 03 


9 


47 


1104 


479 


C20 H24 CI N3 03 


390 


17 


87 


1105 


480 


C20 H23 Br CI N3 03 


470 


23 




1106 


481 


C20 H24 CI N3 02 S 


406 


7 


33 


1107 


482 


C21 H26 CI N3 02 S 


420 


9 


45 


1108 


483 


C21. H26 CI N3 02 S 


420 


8 


40 


1109 


484 


C24 H27 CI N4 02 


439 


9* 


34 


1110 


485 


C24 H24 CI F6 N3 02 


536 


13 


49 


1111 


486 


C23 H25 CI N4 02 


425 


16 


74 


1112 


487 


C22 H25 C12 N3 02 


434 


5 


24 


1113 


488 


C22 H27 CI N4 02 


415 


7 


32 


1114 


489 


C24 H24 CI F6 N3 02 


536 


21 


78 


1115 


490 


C24 H30 CI N3 03 


444 


8 


35 


1116 


491 


C23 H24 CI F4 N3 02 


486 


19 


79 


1117 


492 


C23 H25 CI F3 N3 03 


484 


18 


76 


1118 


493 


C23 H24 C12 F3 N3 02 


502 


23 


92 


1119 


494 


C23 H24 CI F4 N3 02 


486 j 


. 19 


79 


1120 


495 


C23 H24 CI F4 N3 02 


486 


20 


83 


1121 


496 


C23 H24 CI F4 N3 02 


486 


12 


48 


1122 


497 


C25 H32 CI N3 03 


458 


4 


16 


1123 


498 


C23 H26 CI F3 N4 02 


483 


13 


52 


1124 


499 


C24 H31 CI N4 02 


443 


8 


36 


1125 


500 


C23 H28 CI N3 03 


430 


10 


48 


1126 


501 


C22 H24 Br CI N4 04 


523 


10 


39 


1127 


502 


C22 H24 CI F N4 04 


463 


4 


17 


1128 


503 


C22 H24 C12 N4 04 


479 


12 


52 


1129 


504 


C24 H30 CI N3 04 


460 


11 


43 


1130 


505 


C22 H24 Br CI N4 04 


523 


2 


8 


1131 


506 


C20 H23 CI N4 05 


435 


2 


10 


1132 


507 


C21 H26 CI N3 03 


404 


9 


44 | 
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1 1133 






508 


C24 H26 CI N3 02 S 


456 


1 


1 5 


I 1134 
1 1135 


509 


C20 H23 Br CI N3 02 5 


> 484 


12 


| 48 


1 1136 


510 


C22 H28 CI N3 03 


418 


9 


44 


1 1137 


511 


C24 H32 CI N3 03 


446 


9 


40 


1 1138 


512 


C25 H29 CI N4 02 


453 


10 


45 i 


1 1139 


513 


C24 H28 CI N3 03 


442 


9 


j 41 j 


1 1140 


514 


C26 H34 CI N3 02 


456 


11 


49 | 


1 1141 


515 


C23 H28 CI N3 03 


430 


5 


1 24 [ 


1 1142 


525 


C23 H28 CI N3 04 S 


478 


20 


T 85 S 




526 


C20 H24 CI N3 03 


390 


6 


31 I 


1143 
1 1144 


527 


C20 H24 CI N3 02 S 


406 


8 


39 I 




528 


C25 H30 CI F3 N4 04 


543 


28.2 


1 95 f 


J 1145 
1 1146 


529 


C20 H23 CI N4 04 S 


451 


9 


39 | 


1 1147 


530 


C31 H33 CI N4 02 


529 


5 


1 17 1 


1 1148 


531 


C21 H26 CI N3 03 S 


436 


8 


! 37 J 




532 


C22 H28 CI N3 03 


418 


8 


| 40 I 


J H49 


533 


C21 H26 CI N3 03 


404 


6 


j 32 I 


1 1150 


534 


C21 H25 CI N4 05 


449 


5 


! 20 I 


1 1151 
1 1152 


535 


C22 H26 CI N3 03 S 


448 


8 


37 I 


1 1153 


536 


C23 H31 CI N4 02 


431 


6 


28 | 




537 


C25 H34 CI N3 03 


460 


8 


34 j 


j 1154 


538 


C27 H30 CI N3 03 


480 


9 


36 ! 


J 1155 
I 1156 


539 


C22 H25 CI F3 N3 03 


472 


18 j 


75 1 


3 n 57 


540 


C25 H29 CI N4 02 


453 


8 


36 1 


I 1158 


541 


C22 H2 6 CI N5 04 


460 


2.4 j 


10 J 


1 1159 


542 


C24 H30 CI N3 02 


.428 


4.6* 


51 I 


1 1160 


543 


C24 H30 CI N3 02 


428 


20.6* 


71 | 




544 


C22 H25 CI F N3 02 


418 


15.8* 


56 J 


1 1161 


545 


~22 H24 C13 N3 02 


468 


7.3* 


23 j 


1 1162 
1 1163 


546 ( 


322 H24 CI 3 N3 02 


468 


17.4* 


55 j 


1 1164 


547 ( 


:22 H24 C13 N3 02 


468 


14.1* j 


44 j 


1 1165 


548 ( 


:22 H24 C13 N3 02 


468 


6.8* 


22 1 


1 1166 


54 9 ( 


:22 H24 C12 N4 04 


479 


5.7* j 


18 1 


1 1167 


550 C 


H24 C12 N4 04 


479 


18.9* j 


58 I 


1 1168 


551 C 


:24 H30 CI N3 02 


428 


14.2* 


49 1 


1 1169 


552 C 


:24 H27 CI F3 N3 02 


482 


30.6* 


94 j 


I 1170 


553 C 


.25 H26 CI F6 N3 02 


550 


38.0* 






554 C 


24 H26 CI F N4 02 


457 


0.9* 


3 J 


1171 


555 C 


24 H26 C12 N4 02 


473 


11.1* 


35 I 
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1172 


556 


C25 H29 CI N4 02 


453 


12.5* 


41 


1173 


559 


C25 H26 CI F6 N3 02 


550 


15 


72 


1174 


560 


C24 H27 CI N4 02 


439 


12 


68 


1175 


561 


C23 H27 Br CI N3 02 


494 


14 


73 


1176 


562 


C23 H27 C12 N3 02 


448 


13 


75 


1177 


563 


C25 H26 CI F6 N3 02 


550 


14 


66 


1178 


564 


C25 H32 CI N3 03 


458 


5 


1 28 ' 


1179 


565 


C24 H26 CI F4 N3 02 


500 


12 


61 


1180 


566 


C24 H27 CI F3 N3 03 


498 


12 


! 62 


1181 


567 


C24 H26 C12 F3 N3 02 


516 


12 


61 


1182 


568 


C24 H26 CI F4 N3 02 


500 


15 


77 


1183 


569 


C24 H26 CI F4 N3 02 


500 


11 


59 


1184 


570 


C24 H26 Cl F4 N3 02 


500 


16 


84 


1185 


571 


C26 H34 Cl N3 03 


472 


14 


77 


1186 


572 


C24 H28 Cl F3 N4 02 


497 


11 


55 


1187 


573 


C21 H25 Br Cl N3 02 S 


500 


12 


64 


1188 


574 


C21 H25 Br Cl N3 02 S 


500 


15 


75 


1189 


575 


C25 H34 Cl N3 03 


460 


16 


87 


1190 


576 


C22 H28 Cl N3 02 S2 


466 


13 


71 


1191 


577 


C22 H28 Cl N3 03 


418 


12 


72 


1192 


578 


C25 H28 Cl N3 02 S 


470 


15 


81 


1193 


579 


C25 H2 9 C1.N4 02 


453 


17 


94 


1194 


580 


C22 H28 Cl N3 02 S 


434 


15 


91 


1195 


581 


C21 H26 Cl N3 02 S 


420 


13 


80 


1196 


582 


C22 H28 Cl N3 02 S 


434 


10 


59 


1197 


583 


C26 H31 Cl N4 02 


4 67 


6 


31 


1198 


584 


C30 H32 Cl N3 03 


518 


18 


92 


1199 


585 


C24 H27 Cl N4 02 


439 


14 


85 


1200 


586 


C23 H27 C12 N3 02 


448 


17 


97 


1201 


587 


C24 H27 Cl F3 N3 02 


482 


17 


91 


1202 


588 


C23 H29 Cl N4 02 


429 


5 


29 


1203 


589 


C27 H36 Cl N3 02 


470 


4 


24 


1204 


590 


C26 H34 Cl N3 02 


456 


6 


36 


1205 


591 


C25 H33 Cl N4 02 


457 


7 


38 


1206 


592 


C24 H30 Cl N3 03 


444 


4 


20 


1207 


593 


C24 H30 Cl N3 03 


444 


2 


14 


1208 


594 


C23 H28 Cl N3 03 


430 


4 


25 


1209 


595 


C25 H30 Cl N3 04 


472 


7 


38 


1210 


596 


C25 H30 Cl N3 03 


456 


7 


40 
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J 1211 
I 1212 






1 597 
1 598 


C25 H30 CI N3 03 


456 


15 


85 j 


I 1213 


1 599 


C21 H26 CI N3 03 


404 


15 


94 


1 1214 


1 600 


C22 H29 CI N4 02 


417 


5 


30 


1 1215 


1 601 


C21 H25 Br CI N3 03 


484 


6 


34 1 


1 1216 




C24 H30 CI N3 03 


444 


5 


28 1 


I 1217 


I 602 


~C25 H33 CI N4 02 


457 


5 


28 | 




1 603 


C23 H29 CI N4 02 


429 


4 


22 J 


I 1218 
1 1219 


1 604 


C21 H27 CI N4 02 


403 


9 


58 I 


I 1220 


1 605 


C21 H26 CI N3 03 


404 


17 


87 1 


1 1221 


I 606 


C21 H26 CI N3 02 S 


420 


15 


74 n 




I 607 


C22 H28 CI N3 03 S 


450 


31 


^m#l 1 


J 1222 


J 608 


C23 H30 CI N3 03 


432 


17 


80 1 


1 1223 
| 1224 


{ 609 


C22 H28 CI N3 03 


418 


18 


89 ~| 


1 1225 


1 610 
1 611 


C23 H28 CI N3 03 S 


462 


20 


86 1 






C26 H36 CI N3 03 


474 


21 


90 1 


1 1226 
1 1227 


1 612 


C2 8 H32 CI N3 03 


494 


20 


84 I 


I 1228 


j 613 


C23 H27 CI F3 N3 03 


486 


19 


81 j 


1 1229 


1 614 


C24 H33 CI N4 02 


445 


23 


1 

Ac HL m J 1 




1 D i J 


C25 H29 CI N4 02 


453 


4 


20 1 


I 1230 
I 1231 


i 61 6 

| DJ.O 


C32 H35 CI N4 02 


543 


11 


40 1 


1 1232 


617 


C25 H27 CI F3 N3 02 


482 


6.7 


37 j 


I 1233 


620 


C25 H31 Br CI N3 02 


520 


15 


49 1 


1 1234 


J. 


C25 H31 C12 N3 02 


476 


18 


64 I 




622 


C27 H37 CI N4 02 


485 


14 


50 1 


I 1235 
I 1236 1 


y> o 


C26 H34 CI N3 03 


472 


19 


69 1 


I 1237 1 




C25 H31 CI N4 04 


487 


21 


73 | 






C25 H33 CI N4 02 


457 


19 


69 I 


] 1238 I 
1 1239 I 


626 


C27 H30 CI F6 N3 02 


578 


8 


25 1 


1 1240 I 


627 


C27 H36 CI N3 03 


486 


16 


55 1 




628 


~27 H34 CI N3 04 


500 


24 


80 1 


| 1241 1 
1 1242 I 


629 { 


-26 H30 CI F4 N3 02 


528 


18 


56 j 


1243 1 


630 ( 


:26 H31 CI F3 N3 03 


526 


21 


68 1 


1244 1 


631 ( 


:26 H30 C12 F3 N3 02 


544 


15 


48 i 




.632 C 


:26 H30 CI F4 N3 02 


528 


13 


41 1 


1245 I 

1246 I 


633 C 


:26 H30 CI F4 N3 02 


528 


20 


63 1 


1247 1 


634 C 


:26 H30 CI F4 N3 02 


528 


19 


62 | 




635 C 


:28 H38 CI N3 03 


500 


11 


36 1 


1248 1 


636 C 


:26 H34 CI N3 02 


456 


21 


89 


1249 1 


637 C 


26 H31 CI F3 N3 02 


510 j 20 


95 1 
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1250 


638 


C26 H31 CI N4 02 


4 67 


15 


54 


1251 


639 


C27 H37 CI N4 02 


485 


19 


66 


1252 


640 


C26 H34 CI N3 03 


472 


16 


56 I 


1253 


641 


C27 H34 CI N3 04 


500 


18 


59 


1254 


642 


C32 H36 CI N3 03 


546 


24 


73 


1255 


643 


C26 H31 CI F3 N3 02 


510 


16 


54 


1256 


644 


C29 H40 CI N3 02 


498 


18 


61 


1257 


645 


C25 H33 CI N4 02 


457 


22 


78 
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1518 


1067 


C29 H40 Cl N3 05 


546 


13.8* 


37 


1519 


1068 


C30 H42 Cl N3 04 


544 


13.1* 


35 


1520 


1069 


C32 H46 Cl N3 05 


589 


14.1* 


35 


1521 


1070 


C29 H34 Cl N3 03 S2 


572 


38.3 


93 


1522 


1071 


C32 H35 Cl N4 03 


559 


39. 6 


98 



WO 00/69432 



PCT/JPOO/03203 



3 16 









1523 


1072 


C33 H42 CI N3 04 


580 


40.9 


98 


1524 


1073 


C35 H38 CI N3 04 


600 


40.5 


94 


1525 


1074 


C30 H33 CI F3 N3 04 


592 


38.7 


91 


1526 


1075 


C31 H33 CI F3 N3 04 " 


604 


38 


; 87 


1527 


1076 


C30 H33 CI N4 05 


565 


38.5 


94 


1528 


1077 


C31 H33 CI F3 N3 03 


588 


35.8 


84 


1529 


1078 


C30 H34 CI N3 03 


520 


34.7 


93 


1530 


1079 


C31 H36 CI N3 03 


534 


38.4 




1531 


l Oft n 


C32 H38 CI N3 04 


564 


39.3 


97 


1532 


1 npi 


C33 H40 CI N3 06 


610 


45.5 




1533 




C28 H36 CI N3 03 


498 


4.1* 


10 


1534 


1 OP "3 
iUoj 


C28 H36 CI N3 03 


498 


6.4* 


16 


IJOJ 


1 T)c 


C30 H32 C12 N4 05 


599 


3.4* 


8 


1536 


1 1 


C30 H32 Br CI N4 05 


644 


3.4* 


7 


1537 


1 1 91 
lli / 


C32 H35 CI N4 03 


559 


1.6* 


4 


1538 


1128 


C31 H32 CI F4 N3 03 


606 


4.3* 


10 ! 


1539 


1129 


C31 H32 CI F4 N3 03 


606 


5.9* 


14 


1540 


1130 


C30 H33 Br CI N3 03 


599 


5.7* 


13 


1541 


1131 


C30 H33 C12 N3 03 


554 


6.4* 


16 


1542 


1132 


C31 H33 CI F3 N3 03 


588 


6.3* 


15 


1543 


1167 < 


-27 H34 CI N3 03 


484 


1.8* 


4 



IMMffl 1 5 4 4] 1- (4-^nn^^^) -4- p fN- (3, 5 - b"x 

46## 12 13) ip^fifc 

3, (h!)7/Utp^) Ky^ D!)K(0 0 5 8mmol 

) O^PD^y (l mL ) flM^ l- _ 4 _ [ {{f 

VWTZS) -tf-rt tX V ^y (0. 0 5 0mmo 1) , *nn**A ( 0 . 
2mL) , tf^!>SV*?vHKy*^> (58mg) % ^do^> ( 0 . 7 
5mL) om&mztoz.ito roaS»**SrMT? 2 Lfctt, 

(1. OmL) SrJp^ % tlfSOjMWLt. ££A*ft*Va r i a n™ S 
CX*7ACMU (l6mL) "egfe^Lfc, 2M NH 3 

(6mL) S*£/8VvC*fcBU £ i fCfc 9 , 1- (4-* 

~ 4 ~ C CN- (3. 5-^ (h!J7** D >^) 



WO 00/69432 PCT/JP00/03203 

3 1 7 

) ^yv^u] 7?;>f;u] (ft^W^i 213) (2 4. o mg , 

9 0%) &m: 0 #eg£RPLC/MS{:T5R#fc (10 0%) . ESI/MS 
m/e 5 3 6. 2 (M + + H, C 2 4 H 2 4 C 1 F 6 N 3 0 2 ) 
l&fcWl 545-154 7] 

1 54 40**1:1(0^^. ESl/MSf-!? > IRJL *5 £ tfliX^fcS? 2 

% 28 









ESI/MS m/e 


IRS (mg) 




1545 


1214 


C23 H24 CI F4 N3 03 


486.2 


22.2 


91 


1546 


1215 


C22 H24 C13 N3 02 


467.9 


20.9 


89 


1547 


1216 


C22 H24 CI F2 N3 02 1 


436.0 | 


19.3 


89 



10 

IMMM 1 5 4 8] 4- [ [N- (3-^0^-4-^ fvW<^o£^AQ ^j;>> 

;ki r;y^fyH - i- bvgp^y (fc-s-w-g-i i i 

3) Q^g 

i- -4- [ (^y^ur^y) tr^y^v ( 

15 0.0 5 Ommo 1 ) <D? on*M (l . 3 5mL) joiZJ? t e r t / — 

A- (0. 15mL) <D^(C, Z-7u*:-4-*<f-fl><&&&&. (0. 0 6 0mm 
ol) , V-f y7°n-7 ,, ^yU/Kv ? -r 5 K (0. OeOmmol) , joit/HOB t 
(0. 0. 6 Omm o 1) ZtojUt.- :©K»|?rIiltl SlMNS^lt. 
^IHa r i a n™ S C X# 7 AlC^ffi U 7 * 7 —As/* a u */Ui> = 1 : 1 

20 (l2mL) :fo±T>V^/-/W (12mL) Tfc^Lfc. ±J$«»£. 2M NH 3 © 
**J->\< (5mL) »#&ffl^-C*ffiU *»-t"SwttC«t*), 4- [ [N— ( 
3-7'n^^4-7^>'W-<yyV/l') ^Dv'A'] 75/y-5vl/| -1- (4-^d 
d-s^M) i.^'J^y Mfc£tt#-£1 113) (16. lmg, 6 5%) 

. LC/MS(iT>}ti?)fc (9 5%) „ ESI /MS m/e 4 9 4. 

25 0 (C 23 H 27 B r C 1 N 3 0 2 ) 
IMM 1 5 4 9-1 6 1 9] 



WO 00/69432 



PCT/JP00/03203 



3 1 8 



5 4 8©*Sl:aoT^Lfc. &KT?*>*ltf, L C |C ± 5 LT g 

ESl/MSf^, IKS, 38±tflR5£S:3l2 9fc££fcfc 0 
ik&Vsm-flr 1 4 2 2 14 18 OWl±^t LT&fciftfc : 5 . 6 

g,lKf25%;ESI/MS m/e 44 7. 2 (C 22 H 27 C 1 N 4 0 2 S) 



m 



* 29 



^M0U 






ESI/MS m/e 


- tma\ 

1A. £fci \ illy / 


HX -T* \ Z ) 




hi/1 
1114 


C 2 2H2 4 BrClFN 3 02 


498.0 


20.2 


81 


JLDOU 


1 1 1 C 

1115 


C22H24CI2FN3O2 


452.2 


18.6 


82 




1116 


C23H27CIIN3O2 


539.1 


21.9 


81 




1117 


C23H 2 7C1N 4 0 4 


459.2 


18.7 


81 




1187 


C23H 2 7BrClN 3 0 2 


494.0 


22.1 


90 


1554 


1188 


C24H27CIN4O3 


455.2 


17.2 


76 




1189 


C25H 2 gClN 4 0 3 


469.2 


21.1 


90 


ice/: 
lOOD 


1190 


C22H 2 6C1FN 4 0 2 


433.2 


20.4 


| 94 


1 CCT 

,1jD / 


1241 


C 2 3H 24 C1 2 F3N302 


502. 0 . 


22.5 


90 


iooo 


1242 


C23H 27 C1FN 3 0 2 


432.2 


21.2 


98 


ijjy 


1243 


C23H27CI2N3O2 


448.0 


21.6 


96 j 


1DDU 


1 O A A 

1244 


C22H26C1IN 4 0 2 


541.0 


26.4 


98 


"I ^ £1 


1245 


C22H25C1F2N402 


451.0 


21.3 


94 




1 o A ez 

lz4o 


C21H27C1N402 


403.2 


19.4 


96 




1 o in 

lz4 / 


C28H 3 oClN 3 0 2 S 


524.0 


24.7 


94 [ 




1 O/IO 


C22H25CIN4O5 


461.0 


20.7 


90 


1565 


1282 


C25H26CIF3N4O3 


-J O . £. 


Z.O „ u 


96 


1566 


1283 j 


C23H27CI2N3O3 


464.2 


12.2 


53 


1567 


1284 


C 2 2H 25 BrClN 3 0 3 


496.0 


24.1 


97 


1568 


1285 


C22H25CI2N3O3 


450.2 


21.8 


97 


1569 


1342 


C 2 2H 2 4BrCl2N 3 02 


.514.0 


27.2 




1570 


1343 


C23H27CI2N3O2 


448.0 


21.4 


95 


1571 


1344 


C 2 2H24C1 2 IN30 2 


560.0 


27.0 


96 


1572 . 


1345 

.» ■ , 


C23H28C1N302 


430.2 


23.8 




1573 


1346 


C22H25CHN303 


542.0 


29.4 




1574 


1350 


C2iH2eClN 3 02S 


420.0 


13.0 


62 


1575 


1354 


r 2 4H28BrClN 4 03 


537.2 


5.2 


19 


1576 


1358 ( 


-23H26CIN5O2 


440.2 


21.8 


99 


1577 


1383 ( 


=23H 24 C1 2 F 3 N 3 02 


502.0 


20.0 


80 


1578 


1384 ( 


-20H 23 BrClN3O 2 S 


486.0 


21.0 


87 



WO 00/69432 
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3 1 9 



1579 


1385 


C 2 8H 30 ClN 3 O 4 S 


540.2 


23.8 


88 


1580 


1386 


C26H30CIN3O2 


476.0 


20.0 


84 - 


1581 


1414 


C24H28CI2NNO3 


491.0 


0.8 


3 


1582 


1418 


C23H26CIN5O2S 


472.0 


10.4 


44 


1583 


1436 


C29 H30 CI N3 03 


504.2 


26.8 




1584 


1600 


C23 H26 CI F3 N4 02 


483.2 


16.5 


68 


1585 


1601 


C23 H26 CI F3 N4 03 


499.0 


20.0 


80 


1586 


1602 


C21 H24 Br CI N4 02 


481.0 


18.1 


75 


1587 


1603 


C21 H24 C12 N4 02 


435.0 


5.5 


25 


1588 


1604 


C27 H30 CI N3 03 


492.0 


18. 6 


76 


1589 


1605 


C21 H27 CI N4 02 


415.2 


18.1 


87 


1590 


1609 


C23 H25 N3 02 S 


500.0 


18.3 


73 


1591 


1659 


C22 H26 C12 N4 02 


449.0 


366.0 


83 i 


1592 


1664 


C24 H29 F3 N4 02 S 


495.2 


13.7 


55 : 


1593 


1665 


C24 H29 F3 N4 03 S -> 


511.2 


14.9 


58 


1594 


1666 


C23 H28 F2 N4 02 S 


463.2 


12. 9 


56 


1595 


1667 


C22 H27 Br2 N3 03 


542 


26. 1 


96 


1596 


1668 


C24 H30 F2 N4 02 


445 


22.9 




1597 


1669 


C24 H31 F N4 02 


427 


24.0 




1598 


1670 


C24 H31 I N4 02 


535 


28. 1 




1599 


1671 


C25 H31 F3 N4 03 


493 


26.8 




1600 


1672 


C25 H31 F3 N4 02 


478 


24.7 




1601 


1673 


C24 H29 Br CI N3 02 


508 


24. 9 


98 


1602 


1674 


C20 H22 Br2 F N3 03 


532 


25.6 


96 


1603 


1675 


C22 H25 F3 N4 02 . 


435 


21.5 


99 


1604 


1676 


C22 H26 F2 N4 02 


417 


21.4 




1605 


1677 


C22 H26 Br F N4 02 


479 


23.4 


98 


1606 


1678 


C22 H26 F I N4 02 


525 


27.4 




1607 


1679 


C22 H26 CI F N4 02 


433 


22. 4 




1608 


1680 


C23 H26 F4 N4 03 


483 


25.5 




1609 


1681 


C23 H26 F4 N4 02 


467 


23.2 


99 


1610 


1682 


C23 H26 Br CI F N3 0 


498 


24.2 


98 


1611 


1683 


C27 H28 Br2 N4 04 


633 


31.8 


mm® 


1612 


1684 


C29 H31 F2 N5 03 


536 


28.3 




1613 


1685 


C29 H32 F N5 03 


518 


31.1 




1614 


1686 


C29 H32 Br N5 03 


578 


29.6 




1615 


1687 


C29 H32 I N5 03 


626 


32.4 




1616 


1688 


C29 H32 CI N5 03 


534 


28.2 




1617 


1689 


C30 H32 F3 N5 04 


584 


31.7 





WO 00/69432 



3 2 0 



PCT/JP00/03203 



I 1618 


1690 


C30 H32 F3 N5 03 


568 


30.6 


1 


1619 


1691 


C29 H30 Br CI N4 03 


599 


31.4 





flHMM**l 24 5M6 OOttTEWNMR^-J^ h7A£^Lfc„ 
ft**#*1 24 5: , H NMR (2 7 0MHz, CDC1 3 ) 6 1. 20-1: 97(m 
, 7H), 2. 80-2. 86 (m, 2H), 3. 19 (t, J = 6. 5 Hz, 2H), 3.43(s, 2H), 4.02(d, J = 
5 5.3 Hz, 2H), 5.52(br s, 2H), 6.44(d, J= 11.9, 6. 6 Hz, 1H), 7.02(brs, 1H), 
7. 21-7. 32 (m, 5H) 

ft-a-Wfl 60 0:'H NMR (2 7 0MHz, CDC 1 3 ) 8 1.25-1. 97 (m 
, 9H), 2. 82-2. 87 (rn, 2H), 3. 21 (t, J = 6. 5 Hz, 2H), 3.44(s, 2H), 4.06(d, J = 
5.1Hz, 2H), 5.98(br s, 1H), 6.7l(d, J = 8. 3 Hz, 1H), 6.87(br s, 1H), 7.26( 
10 s, 4H), 7. 43 (dd, J = 5. 9 Hz, 1H), 7.64(s, 1H) 

{%Mm 1 6 2 0] 1- -4- [ fN- 

9) (D&ffc . 

1- (4-^DD^y^i,) -4- [ (^U vvl^TS /) / t^y^v ( 

15 14. 8mg, 0. 0 5mmol) ©ii'DD^M (2mL) Ww\^, (t'^Dis 
/^fvU) /fy^fl^yfJI (2 8mg, 2. 8mmol/g) t 4 — <V?u\? 
^yfy^*^Dj)K (1. 5 31) ^AP^, 2 5°CT1 6NFF B Wlf tfc 
o ^"TSr irtCt 1- (4-^ n n-Ovvu) -4- [ [n- (4 

20 W8 6 9) (2 2. lm g> 9 2%) ^RPLC/MS|;t*ft 
(8 6%) „ ES I/MS m/e 4 7 8 (M + + H. C 24 H 32 N 3 0 3 S) 
[^K!l0iJ 1621-1627] 

^m^t^^-mi^j^ ^ix^ix^t-5»*3 £vmfcm£m\,^xmmm 1 

6 2 00^&(r^oT^tfc 0 ESI/MSr^, tfct:, *3it>W^*30 
25 lc£<tftfc 0 

& 30 









ESI/MS m/e 


(mg) 


{%) 


1621 


865 


C22 H28 CI N3 03 S 


450 


16.2 


72 



WO 00/69432 



3 2 1 



PCT/JP00/03203 



1622 


866 


C22 H25 CI F3 N3 03 S 


504 


8.8 


35 


1623 


867 


C23 H24 CI F6 N3 03 S 


572 


8.0 


28 


1624 


868 


C23 H30 CI N3 03 S 


464 


9.6 


41 


1625 


870 


C22 H28 CI N3 03 S 


450 


8.8 


39 


1626 


871 


C25 H34 CI N3 03 S 


492 


11.1 


45 


1627 


872 


C21 H26 CI N3 03 S 


436 


9.6 


44 



LMMm 1 6 2 8] 1 - (4-? pp-O-vvU) -4- [ [2- (3- (4-h 
i) 7;V*u *=?-;V7 3l=.j\>) ft W K) T±f-/UT % y] fvP] t'^QJ i/> (fc 
8 5 2) <D&I& 

5 1- (4-?nDXy-» -4- [ (^*!J->/l/7 5/ ) / fvu] fcVsy ■(' 
14. 8mg, 0. 05mmol) O^nD^A (2mD) III:, (tf^Ui/ 
Z^f-jU) #y X^U^ffim (2 8mg, 2. 8mmol/g) , 3- ( h V 7 )V 

*a/.?-s\s) 7i=Mym-h (i. 33*) ^ap^, 2 5°ct-i 6B#r B im 

10 *<7)^y->T^-b^*iffi-Lfc 0 SiijsJit^m^J: 9, l - 

,u) -4- [ [2- (3- (4-H)7;VtD^f;i'7i^) £WK) Tir^ 
^7?;] f^v^ (ft^WSf 8 5 2) (1 9mg, 7 8%) £#fc 

o ^^RPLC/MSlrT*fe/c (9 2%) . ESI/MS m/e 4 8 3 ( 
M + + H, C 23 H 26 C 1 F 3 N 4 0 2 ) 

15 IMMm 1 6 2 9- 1 6 4 1] 

6 2 8(0Ml^ot^Lfc c ESI/MSf-^^ UK*. & J:T>'ltR^^* 3 1 

^ 31 

20 









ESI/MS m/e 


(mg) 


(%) 


1629 


851 


C23 H26 CI F3 N4 02 


483 


13.2 


55 


1630 


853 


C22 H27 Cl N4 02 


416 


8.5* 


32 


1631 


854 


C23 H29 Cl N4 02 


429 


11.4* 


42 


1632 


855 


C23 H29 Cl N4 02 


429 


10.1* 


37 


1633 


856 


C24 H29 Cl N4 03 


457 


10.3* 


36 


1634 


857 


C23 H29 Cl N4 03 


445 


10.9* 


39 



WO 00/69432 



PCT/JP00/03203 



3 2 2 



1635 


858 


C23 H29 CI N4 03 


445 


8.6* 


31 


1636 


859 


C22 H26 CI? N4 O? 


4 A Q 

H 1 !7 


1 1 . u 


39 


1637 


860 


C23 H26 CI N5 02 


440 


9.2* 


33 


1638 


861 


C22 H27 CI N4 0 S 


431 


13.3 


62 


1639 


862 


C23 H29 CI N4 O S 


445 


15.3 


69 


1640 


863 


C23 H29 CI N4 02 S 


461 


14.7 


64 


1641 


864 


C23 H29 CI N4 02 S 


461 


13.1 


57 



i 

["MMm 1 6 4 2] 1- -4 - [ fN- (3-o:h^-> 

5 0 9 1) CO^-fig 

1- (4-^nn^^/U) -4- (7?/^f;l.) f-iy^v (lOOmg) 
©*nnzM^ (3mL) jgjRfc, Fyxf;U7$y (0. 0 9 0mL) , N- ( 
ter t-yK->*;l/jff^) -D- (7 * :=^T7 (I2 2mg) , E 
DC I (8 9mg) , JJiOTOBt (6 2mg) ZMtL, Mt? 1 7 B*|8J«j$ L 
10 tc 0 lOggig^^lM NaOH*S» (2mLX2) (2mL) "C 

ifcfrU *ftt££:tt»« »Sli;5rtliJ:0, l- -4- 
[ [N — (ter t-7 , F^v/*;l/#=/U) -D-7i =-jUT y — /U] T % S 

#<btbfcl- (4-^DB/<yi?;U) -4- [ [N— (t e r t-7*h^>^ 

15 df^^) -0-7x^77-^] 7?y/f;i/] ^y-/u ( 5m 

L) }t.8$¥U 4M HC 1 <Di/3-*y->®m%:1)UZ-tz 0 :©»ifit'19l 

#bnfc?5$i: 3-^ h (8 Omg, 0. 48mmol)^Do 

(lmL) (d M ^/U7* § > (0. 0 9 0mL) % EDCI (90m 
20 g ) „ ..*>. ± TfH OB t ( 6 8 m g ) £ JDx, 1ST' 1 7 l$|lf)j£# Lfc c d WKJfcS 
^^lM^NaOHTkM (1. 5mLX2) irftlfojc (l. 5 m L) TifcfrL 
* #fcj»4rft*. ttBLfc. *7A^Pvhy77^- (S i 0 2 , S?* no 
/7t^y-yU=95 : 5) (Cj^fifgJU 1- (4-^nXy.^) _ 4 _ [ [ 
N- (3-ih*J"{y'/-f/l/) -D-7i-/UT7-/U] 7S/^?vl/| t°^i; 
25 ^(ft^(**2 0 9 l) (1 8 3. 5m g, 8 2%) frfrfc. ««£RPLC 



WO 00/69432 PCT/JP00/03203 

3 2 3 

/MSIdTjRftfc (9 9%) . ESI/MS m/ e 5 3 4. 0 (M + + H, C 31 
H 36 C1N 3 0 3 ) 
[HJfcm 6 4 3-1 6 5 7] 

5 6 4 2<D%miZfe-oX&f&Ltz 0 ESl/MSf-^, Ifc-fi, *5 £W&s££:S? 3 2 

* 32 









ESI/MS m/e 


l&ft (mg) 


W (%) 


1643 


•2092 


C33 H37 CI N4 03 


572.8 


152.9 


64 


1644 


2093 


C27 H36 Cl N3 03 S 


518.0 


177.4 


82 


1645 


2094 


C29 H34 Cl N3 03 S 


539.9 


164.4 


73 


1646 


2095 


C28 H38 Cl N3 03 


500.0 


139.1 


66 


1647 


2096 


C31 H42 Cl N3 03 


540. 0 


161.7 


71 


1648 


2097 


C27 H36 Cl N3 03 


485. 8 


157.8 


78 


1649 


2098 


C31 H35 C12 N3 03 


567. S 


172.2 


72 


1650 


2099 


C30 H34 Cl N3 03 


519.8 


144.7 


66 


1651 


2100 


C32 H38 Cl N3 04 


564.0 


181.5 


77 


1652 


2101 


C38 H42 Cl N3 04 


639.9 


192.3 


72 


1653 


2103 


C33 H40 Cl N3 04 


577.8 


159.9 


66 


1654 


2104 


C28 H36 Cl N3 05 


530. 1 


99.7 


45 


1655 


2115 


C27 H36 Cl N3 03 


486.2 


122.9 


60 


1656 


2116 


C28 H38 Cl N3 03 


500.1 


118.3 


57 


1657 


2117 


C28 H34 Cl N5 03 


524.1 


98.3 


45 



10 2 9 ] 1- (t e r t Y A>i£-iV) -4- [ [N- (3- ( 

N — [3 - (by -O-y^/U] i/y (4. 2 2 g s 17. 

Ommo 1 ) x EDCI (4. 2 5 g, 22. lraraol) , 1 - fc Kn^fv"<y 
✓ h!JTV f — yU*flS* (2. 99g, 22. lmmol) , *5«tt^ b V ^/UT 5 
15 > (1 . 7 2 g) 1 - ( t e r t V* tV) -4- {T % J *=f- 

IV\ t°-<>Ji?> (4. 0 3g) Oj£j|«^DB>^l/ (2 0 0mL) mm^MiLtz 
. w©RJS»*tt*:2 S'CT-a OPMMHtLfctt, H z O (lOOmL) Sr*Qx. N ^ 



10 



WO 00/69432 

PCT/JPOO/03203 

3 2 4 

tvu**^ (50mLX 2 ) ■CttfflLfc..ttfflft**fc* T , H 2 0 (50mLX 
2) k*m* (5 0mL) T'ftfrU $£fig (MgS0 4 ) % ftWS Z k J: D , 
fettttfc****:. :^7^Dvh^7^ (SiO„ 7 0%^xf;u- 
fcTfflKU 1- (te.r t-^^v-^y^-zu) _ 4 _ [ [N _ ( 

3- (Fy7/Utn^;u) ^ry^/u] 75y>f;V] fcV*ys?>* 
6toWa-Cjifc(6, 3 9g,8 5%) :' H NMR (CDC 1 3 , 300 
MHz) 6 1.4 (s, 9H). 1.0-1.8(m, 5H), 2.6-2.8(m, 2H), 3. 15-3. 3 (m, 2H), 4 
• 0-4.3(m, 4H), 6. 6-6. 7 (m, 1H), 7.64(s. 1H), 7.60(dd, 1H, J = 7.2, 7.2 Hz), 
7.79(d, 1H, J = 7.2 Hz), 8.0(d. 1H, J = 7.2 Hz), 8.1l(s, 1H) ; H* ttR P L 
C/MStt**fe (9 7%) 0 ESI/MS m/e 4 44. 3 (M+ + H, C 
2iH 28 N 3 0 4 ) 

[###J3 0] 4 — [ [N— ( 3 — LL!LZ±±E2i±±) ^W/U) gVjj_^ 

1- (t e r t-7r**;frvl/#=:/U) _ 4 _ [ [N __ (3 _ (h!) y^ 0?l 
15 ?vU) -«^^^) <s,V\ TX/tf-flol fc'^y^V (2. 2-9 g, 5. 16 
mmo 1) (4 0mL) J&Jft^ 1 M HCl-Et 2 0 (5 5mL) 

2 5tT15«#|BHf«iUt^ «BEt«BETfc»*L-fc. 2M N a OH 
*M® (lOOmL) SrADx.^ Mm^/V (l0 0mLX3) Tfftffl Lfc„ ttfflfc 
*£*>1*\ (5 0mL) T*2£#U R« (K 2 C0 3 ) SiifcJ: 

nn^VF!)x^7^=7 : 6 : 1) fcj:9*«u 4- [ [N— (3- 

Hfc£LT#fc (1. 27g, 7 2%) . **ttRPLC/MSfcT#ftfc (9 8 
%) o ESI/MS m /e 3 4 4. 1 (M + + H, C 16 H 20 N 3 O 2 ) 
25 [£Jfc0l| 1 6 5 8] 1- [3- LLtLZ^EiLJl±>0 -4- r / 

N- (3- ( H)7/^D>fyU) cj^L±) gjL^J ZAZZ^kj b'^'J 
2> (^#>##9 2 7) (P-frBfe- 

4- [ [N- (3- (MJ7;l/tn^,u) -<>^ ju) ^y->/u] 7$/ ^ f 
• tXi)^ (i9. 9mg> 0 058mmol) <DT±h-b])sl> (l. 0 

mL) ftffifc (tV^iV***) (55mg, 2. 7 mm olH 

/gUv>» 3- (hy7^n^^-» -<y^7DU'(l2. 3 mg 



30 
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3 2 5 

, 0. 04 8mmol) 07th=h!)A' (1. 0 m L) mm^M*. 6 OtT* 2 . 
5P*fSJ»#Lfc. 7x^Kym-h (6. 9mg, 0. 04 8ramol) £ 
Ifcm^tzELmfc&mzltoTL, 2 5tfl«f»Lfct« KM*** V a r i a 
n™ SCX^7A^ML> (2 0mL) Tifc^Lfc. £f£^£2M 

5 NH 3 ©/^/~yUj§tt-eiSEajU ftlBt-SriKJ:?), 1- [3- (H7;^n 
^ h^r~» "O^A-] -4- [ (N— (3- (M)7^tn^f/1/) -^^/-T;P) 

■ #fc (2 2. 8mg, 9 1%) . IfcSttRPLC/MSfclTJfcfcfc (99%) . E 
SI/MS m/e 5 18. 1 (M + + H, C 24 H 25 F 6 N 3 0 3 ) 
10 iUMmi 6 5 9- 1 7 1 0] 

1 6 58l:^tMLt ESl/MSf-^ IKS, *3 Jlt^fHl 3 3 U:* 

a? 33 

15 









ESI/MS m/e 


4Xft (mg) 


JR* <%) 


1659 


875 


C23 H26 F3 N3 02 


434 


6.3 


40 


1660 


876 


C23 H25 Br F3 N3 02 


512 


4.3 


23 


1661 


877 


C24 H25 F3 N4 02 


459 


11.3 


68 


1662 


878 


C23 H25 F3 N4 04 


479 


8.3 


48 


1663 


884 


C25 H29 F3 N4 03 


491 


10.8 


61 


1664 


885 


C24 H28 F3 N3 04 S 


512 


9.0 


49 


1665 


886 


C23 H25 F4 N3 02 


452 


12.7 


78 


1666 


887 


C24 H25 F6 N3 02 


502 


13.9 


77 


1667 


888 


C23 H26 F3 N3 03 


450 I 


11.5 


71 


1668 


889 


C29 H30 F3 N3 02 


510 


12.4 


68 


1669 


890 


C27 H28 F3 N3 02 


484 


12.0 


69 


1670 


891 


C23 H24 C12 F3 N3 02 


502 


11.4 


63 


1671 


892 


C24 H28 F3 N3 03 


464 


11.7 


70 


1672 


893 


C24 H26 F3 N5 05 


522 


13.9 


74 


1673 


894 


C26 H32 F3 N3 03 


492 


11.3 


64 


1674 


895 


C2 4 H28 F3 N3 02 


448 


4.8 


30 


1675 


896 


C24 H25 F3 N4 02 


459 


17.5 




1676 


897 


C24 H26 F3 N3 04 


478 


9.2 


57 
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1677 


898 


C24 H26 F3 N3 04 


478 


8.9 


55 1 




899 


C24 H28 F3 N3 03 


464 


13.7 


82 


1679 


900 


C25 H28 F3 N3 04 


492 


18.6 




1680 


901 


C29 H30 F3 N3 02 


510 


13.7 


75 j 


1681 


902 


C23 H24 F3 N5 06 


524 


12.6 


67 I 


1682 


903 


C25 H30 F3 N3 04 


494 


14.0 


79 1 


1683 


906 


C25 H30 F3 N3 02 


4 62 


11.2 


67 1 


1684 


907 


C31 H34 F3 N3 02 


538 


19.6 


75 | 


1685 


908 


C30 H31 F3 N4 03 


553 


30.4 




1686 


909 


C30 H31 F3 N4 03 


553 


12.6 


63 1 


1687 


910 


C23 H24 C12 F3 N3 02 


502 


11.0 


61 


1688 


911 


C23 H25 CI F3 N3 02 


468 


20.2 


89 J 


1689 


912 


C23 H24 Br2 F3 N3 02 


590 


20.2 


95 J 


1690 


. 913 


C24 H28 F3 N3 03 


464 


12.6 


76 1 


1691 


914 


C30 H32 F3 N3 03 


540 


13.9 


72 I 


1692 


915 


C24 H2 8 F3 N3 03 


464 


8.3 


25 


1693 


916 


C22 H25 F3 N4 02 


435 


2.5 


8 1 


1694 


917 


C22 H25 F3 N4 02 


435 


2.7 


9 1 


1695 


918 


C26 H30 F3 N3 04 


506 


3.9 


22 1 


1696 


919 


C24 H28 F3 N3 02 


448 


15.9 


99 j 


1697 


920 


C24 H25 F6 N3 03 


518 


20.3 


81 j 


1698 


921 


C2-? H28 F3 N3 02 


484 


15.5 


89 


1699 


922 


C20 H26 F3 N3 02 


398 


7.3 


51 


1700 


. 923 


C29 H29 CI F3 N3 02 


544 


12.5 


48 1 


1701 


928 


C24 H25 F6 N3 03 


518 


21.4 


86 j 


1702 


929 


C24 H28 F3 N3 02 S 


480 


23.7 




1703 


930 


C24 H28 F3 N3 02 


448 


21.3 


99 


1704 


931 


C24 H25 F3 N4 02 


459 


21.4 


97 


1705 


932 


C23 H24 CI F3 M4 nd 


olo 


15 . 6 


63 j 


1706 


933 ( 


324 H28 F3 N3 02 


448 


16.6 


77 | 


1707 


934 ( 


:22 H25 F3 N4 02 


435 


18.0 . 


43 1 


1708 


935 ( 


:23 H25 F3 N4 04 


479 


15.1 


65 


1709 


936 ( 


:23 H25 F3 N4 04 


479 


15.4 


67 I 


1710 


1615 ( 


:24 H25 F6 N3 02 S 


534 .2 


26.3 


99 j 
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10 



15 



4- [ [N— (3- (M7yu*D^f^) -oy-f^) ^y^u] T$7^^ 
A-] !) v?^ ( 2 0 . 0 m g x 0 . 0 5 8 mm o 1 ) <D/ ? J —)U ( 1 . OmL 
) HtNa BH 3 CN (16. 5mg) *\ 4 - -O-XT^r 
t K (30. 4mg, 0. 2 0 4 mm o 1 ) O 5 ( 1 . 0 m L) KflDx. 

, 6 o°ex-i 9mmmw Ltz 0 jsa&e* L-c@ft&fcfc. 7±h-vv^ (2. 

OmL) t7x=.;H , y>'7^-h (6. 9mg, 0. 04 8mmol) &JjPx. s 
2 5^T*lB#p B W#l-/i 0 RJSS^^Var i an™ SCX*7A|cMU ^ 
(2 OmL) X'VcfrLtz, M!:2M NH 3 -^^y-;U (6mL) £ 
/B^-C}t£iiL, ^ttl?g^^1-5r ilcj;^, 1- [4- (-^W^/) 

-4- [ (N— (3- ( M ^O-/^) injisjW] 7? 

/^^] b^y^V (ft^#f9 3 7) £H6feftim#><t LT#fc (13. 5 
m g> 4 9%) , m&fcR P LC/MS^T**7t (8 7%) 0 ESI /MS m 
/e 4 7 7. 3 (M + + H, C 25 H 31 F 3 N 4 0 2 ) 
1712-1729] 

o 

1 7 1 1 tC^oT£/&Lfc 6 ^-C'fotKi, »|TLC (S i 0 2 ) T'SSL, Bltt 



S 34 









ESI /MS m/e 


IRS (mg) 


(%) 


1712 


879 


C24 H26 F3 N3 04 


478 


13.0 


62 


1713 


880 


C24 H26 F3 N3 04 


478 


16.3 


78 


1714 


881 


C23 H25 Br F3 N3 02 


512 


11.4 


51 


1715 


882 


C29 H30 F3 N3 03 


526 


13.4 


58 


1716 


883 


C23 H25 CI F3 N3 02 


468 


7.9 


39 


1717 


904 


C23 H26 F3 N3 03 


450 


3.3 


17 


1718 


905 


C21 H23 F3 N4 04 S 


485 


27.7 


98 


1719 


938 


C23 H24 CI F4 N3 02 


486 


8.6- 


30 


1720 


939 


C23 H24 Cl F3 N4 04 


513 


11.0 


37 


1721 


940 


C23 H26 F3 N3 03 


450 


5.5 


21 


1722 


941 


C24 H24 Cl F6 N3 02 


536 


11.2 


36 


1723 


987 


C30 H32 F3 N3 02 


524 


17.5 


76 


1724 


1449 


C25 H30 F3 N3 02 


4 62 


21.6 


80 
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1725 






1450 


<^b H32 F3 N3 02 


476 


23.5 


85 


1726 


1452 


C27 H35 F3 N4 02 


505 


5.1 


17 - 


1727 


1453 


C26 H32 F3 N3 03 


492 


22.0 


77 


1728 
1729 


1454 


C25 H30 F3 N3 03 


478 


21.4 


1 77 




1456 


C25 H28 F3 N3 04 


492 
— 


23.8 


83 



10 



15 



20 



C3Mt«1 7 3 0] 1- [a-tKn ^^-n^v-^- ^ 

2> (jbj^ggg 4 5 2) (7)£-kE 

4 - [ [N- (3- (h!)7;^D^*) -O^/u) ^y^u] T ^ y ^ 
,u] txy-^y (2 0. Omg, 0. 0 5 8mmo 1) t3-t>' D ^- 4 ^ 

h^r^XT^b K (3 3mg) 05WW/^y^ (i. OmL) m 
t N.BH,CN(16. 5mg)05%Bt/^/-yKi. 0 mL) Mfc 
APX, 6 0°CT-1 5*ffl«J*Ut. SJ£MlrVa r i an™ S CX*5Afc« 
WU ^/-yU (15mL) Tift#Lfe 0 ±J$®$:2M NH 3 -^/^ (5 
mL) fcfflWCJSmu ^-TSrilCj:^ l- , [3-tKD^- 4 - > ^ 
i^^U] _ 4 _ [• [N _ (3 _ (M7 ^ D ^ W y {J , >/U 

] f^y^ (ft*»*1 4 5 2) *ftfc (2 5. 8.mg % 9 2 

%). WttRPLC/MSfcT*»fc (9 1%) . E si/MS m/e 48 
0 (M+ + H, C 24 H 28 F 3 N 3 0 4 ) 

[^Jfe« 1731-1733] 

7 3 0«|^ot^Uc, ^K^**ttf^«iTLCJj:J:oTB«i*«r#fc 0 

* 35 









ESI/MS m/e 


4Rfi (rag) 


(%) 


1731 


1455 


C24 H28 F3 N3 04 


480 


24.0 


86 


1732 


1647 


C27 H34 F3 N3 02 


490.2 


23.6 


96 


1733 


1649 


C26 H32 F3 N3 02 


476.2 


23.1 


97 



[««1 7 34] 1- U-^^t^^ul -4- [_[n- (3_ , k „ 
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Z±*R*2M c^LLM £l±Jk} 7%/t?-M vivify (lfr£jftj|j| 

9 2 6) (D&fc 

/$>*/\s-fc=-/\'9 a y K (4. 2mg, 0. 037mmol) O^nnxh/UA 
(1. OmL) mmteZTf (tVy^^f/U) #11*^1^ (5 4 rag, 2. 7 
5 ramo l*£S/gt»Ji§) Srx 4- (-OvvU) /<y^7;l/3-* (8. 7m g, 

0. 044mmol) O^nn^l/A (l. OmL) SfSlnAlit* 2 5°CT15B# 
P B TO£Lfc. 4- [ [N- (3- (FU 7/U3j-a^f-yU) -O'W/U) ^D^) 
T 5 y y fvU] f^!)^ (15. lmg, 0. 044mmol) tK I (2mg 
) & Z<D5Lfom&mztoz.. bJ- 6 5t-C5l$[Silg#Lfc. 7i=;W 

10 ys/7*-h (5. 2mg) £#&LfcR£JI£fctain;U 2 5 1 B#PrHS#m 
. E£fi£i&£Va r i a n™ SCX*7A|^U * 9 / —JV (2 OmL) T? 
ifc^Lfc. M^2M NH,©>^y-^ (5mL) M£ffi^T*gffi, »«|-f 

Siirfcitj, l- U-'^i^w^vM'] -4- [ [N- (3- (MJ^M- 
D>f^) -oy'-f/i') ^ys/yu] 75/>f;H e^y^y (<ffc£-#g-§-9 2 6 
15 ) SrH&fiJfitMfct LTftfc. (5. 6m g, 2 9%), MIliRPLC/MStT 
Jfc*fc ( 9 4 %) o ESI/MS m/e 5 2 4. 1 (M + + H, C 30 H 32 F 3 N 

3 o 2 ) 

[##0"J 3 i ] 4 - c [ (n— ^s^k^Lk^JkMEJkl £JL>i±) T^y 

] j^fTU] -1- (ter t -T'h'frv'TJA-^-yU) y 
20 4 — (7 5 - 1 - (ter t ~Zf h + S^/Utfs^U) (3 

. 5 4 g N 16. 5mmo 1) O^dd^M (8 0mL) gSI:, h y ^f-jVT 

%y (2. 8mL, 20mmol) % N— (fll/i? As** 
(3. 7 7 g, 1 8mmo 1) ,-EDCI (3. 4 5 g, 1 8mmol ) , 

HO B t (2. 4 3g, 18mmol) fcJjDX., ^fiT? 1 5 ttMlttt L?t&, 2M 
25 NaOH7K*« (10 OmL) SrAPxfc. W^I^^IL, *li^no^ 

^-CfiEttSLfc (10 0mLX3) , W«flHSr^t>-frT, F y * AT'St^ 

, hub, «»tfc. *7A^7^77^- (sib 2 , BRif/p) 

1, 4 - [ [ (n- (^y^/M-drv^/utf-yu) ?*y->/u) T?y] y^yu] - 

1 - (tert-7 - h^S/^/ujK^yu) y v^^T^yi^ r ^fltllfti LT# 
30 fc ( 6 . 2 7 g „ 9 4%) 

3 2 ] 4 - [ (£jj 5 y ) y gVlj -1- ltert-7^-> 



j 
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4- [ [ (N- (^^/Utf^^/Utf^/U) ^y^yU) TS y] >fvl /j _ £ 
- (ter 1-^*****=*) tXy-^ (6 . 26g ^ 15 4mmo , 
) <D*?S-,U (lOOmL) Sat, 5%/-?7v?!>A^ (6 2 0mg) 0#£ 

U 4- [ (^y^yUT?/) -i- (tert-n^to) 

t^y S^fcHfr* LXntc (3. 84 gl 9 2%) . 
l®mi 3 3 ] 4- [ [ (N— fg-y^-S-^pp^/^M 
) 7<^-/Ul -l - ( t er t--7h*is%jUtf=./l,) b°^y>?XD^F# 

4- [ (^^U7?y) -1- (ter t-7K^^) t ° 

-^IJ (1 . 33g, 4. 90mmo 1) O^nn^UA (2 5mL) ifc 
^ xf;U7 " y (0- 75mL, 5. 4mmo 1) s 2-757-5-^ng 
■mm (84 0mg, 4. 9mm ol), ED CI (94 0mg, 4. 9mmol 
) s *3<tI/HOBt (660mg, 4. 9mmol) %tnk^ £UX' 3 HfPtfjJfflJ L 
15 fcft, 2M NaOH**« (2 0mL) ZMHtz. *T«Jf£#«U 

"^^ttHiLfc (20mLX3) . ^TttWSr^fc-frT, *S*«EShT M; «> A 
"Cfe*. ttig. *«Lfc. *7A^7^77^- (Si0 2 , SKi^) tc«t 
9*f§!fU 4- [ [ (N— (2-7?/-5-^DD^y^;u) ^y^yu) 7-5 
/] Mf-fr] - 1 - ( t e r t -y h^r^yUz-Jx'-yi.) fx: \) LXft 
20 fc ( 1 . 6 3 g % 7 8 %) . 

3 4 ] 4- [ [ (N- (2-7;;-5-^p^^) ?V issu 

4 - [ [ (N— (2-7$;-5-^nDXy^ ; u) ^y^/U) T$y] y. 5^ 
-1- (tett-yK^to) b^y^V (1. 6 3g, 3. 8 4 
mmol)©^/-;M2 0raL)|f|: > 4M HC 1 <DV*** V ( 9 . 5 

mu 8»*jm*., M&x6mmwLtz 0 Rfsn&Gtozmmu 2m Na oH 

*^fg (20mL) SrJPx., '^DP^y (20mLX3) Lfc. 
fcfcfr-frT, &*fitMH-h» at®, 4- [ [ ( 

N- (2-7 5/-5-?pd^-/^) ry^yU) X$y] ptfvu] ^jj^ 

(1. 19 gl 9 5%) : 'H NMR (CDC 1 3 , 2 7 0MHz) 6 1 
.10-1. 76(m, 4H), 2.55(td, J = 2. 4<t 12. 2 Hz, 2H), 3.00-3. 10(m, 2H), 3. 17(t, 



25 



30 
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J = 6.2 Hz, 2H), 3.48(s, 2H), 4.03(d, J = 4. 9 Hz, 2H), 5.50(br. s, 2H),.6.1 
l-6.23(ra, 1H), 6.60(d. J = 8.8 Hz, 1H), 6.85-7.02(m, 1H), 7.15(dd, J = 2. 7 
£8.8 Hz, 1H). 7.38(d, J = 2. 4 Hz, 1H); ESI/MS m/e 3 2 5. 2 ( 
M + + H, C, 5 H 23 C 1 N 4 0 2 ) 
5 £b\C y '4- [ [ (N— {2-T%; -5-zfa*^s^4J\s) ? !) f>u) 75 

3 4{Zft-oX&f$,Ltz. a 9 5 1mg s 6 4% (2Ig) ; ESI/MS m/ e 
3 6 9. 2 (M + + H, C 15 H 21 B r N 4 0 2 ) 

[^Jfej^I 1 7 3 5] 4 - [ [ (N — (2- ( t e r t - ^ h ;l^~yU7 $ 

10 7) -4, 5 -v^M-p^y^/U) T^y] /^/U] -1- (4- 

l- -4- c (^*n^T$y) t^y^- 

Zl^I (7 3 8mg, 2mmol) ©^nD^^y (2 OmL) ^{d, h !J 
3i ^^T=: 1/ (1 . lmL, 8 mm o 1 ) , 2 - ( t e r t -7"' h yU 
.15 757) -4, 5-^7;Utn$Mf| (60 7mg, 2. 2mmol) „ EDC 
I (4 2 2rag, 2. 2mmol) , fciOTOB t ( 3 3 7 m g , 2. 2 ram o 
1) £;f)D?L ^ffiT'l 4Bfr»W#tfc'#> 0. 6M NaOHTK^jS (5 OmL) 

iiii, jg*§.U 4- ["[ (N— (2- (t e r t-^^^to 

20 r?y) -4, 5-^7/^p^^y-r/w) ^yy;W 7$y] -1- ( 

t"-<y^>^#yc (1. 0 1 g. 9 2%) 0 ESI/MS 
m/e 55 1. 3 (M+ + H, C 27 H 33 C 1 F 2 N 4 0 4 ) 

£b\^ 4 - [ [ (N— (2- (t e r t h ^ ^y^-yUT ^ y ) -5- 
h LI 7^n^f;UKyy^ ,b) ^y^yU) 7?7] y -1- 

&Ltc 0 3. 0 3g, 8 2%; ESI /MS m/e 5 8 3. 2 (M + + H, C 28 
H 34 C 1 F 3 N 4 0 4 ) 
[#%#J 3r- 5 3 4- [ [ (N- (2-7$ y- 5- h !) 7;^n^f /U^yA 

30 1 - -4- [ [ (N— (2-7$y-5-M :7/U;*a 

y ^/l^:/yVyU) ^ U i/yu) 7 $ y ] y fvu] (447mg, 0 . 9 



10 



15 



WO 00/69432 

PCT/JP00/03203 
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3mmo I) tPd (OH) 2 (60mg, 0. 2 3 mm o 1 ) © 5 9 J 

~ JX/ (10fflL) «»*5 0t-ri4l!*M»^Lfc o ^7^«t7^H 
«LT»*U ««Sr»«Lfc. MfclM NaOH*S» (l5mL) ^Dx. 
, Wxf^liJLt (3 0mLX3) . #«S**fc*T, i« thy ^ 

a±«* ^ aittLfc. *7^D7F^7^ (sio„ m**T*/* 

^/•-VhJx^75y=70: 2 5:5) fcJ^HML, 4- [ [ (N- ( 
2-7?/-5-F!)7;^D^;^/ /f ^ ) ^y^u) 7$/] ^,1/) t ° 
(2 8 4mg, 86%) . ES I/MS m/e 3 5 9 . 0 (M + 
+ H, C 16 H 2I F 3 N 4 0 2 ) 

££>|C % 4- [ [ (N- (2-T5/-4, 5-^7^D^>^ yl .) ^yc, 
AO 7§y] e^y^, 4- [ [ N - (2- (tert-y^ 

1 ^y^^ 4 - [C (N- (2- (t.rt-n^**#^75 

4- C [ (N- (2-T5/-4, 5-^^n^yyV/P) **y->,u) 7; 
/] ^]^9^:5 6 4mg, 89%;ESI/MS m/e 3 2 7. 

2 (M + + H, C ls H 20 F 2 N 4 O 2 ) 

4- [ [ (N- (2- (t e r t-7 V*if**#=.A,7 % S) - 5 - J. tj 7* 

MR (CDC 1 3 , 4 0 0MHz) 5 1. 10-1. 25( ra , 2H), 1.45-1.73(m, 3H), 1.51 
(s, 9H). 2.53-2.64( m , 2H), 3.04-3. 13 2H), 3.22(t, J = 6. 3 Hz, 2H), 4.09( 
d, J = 4.6 Hz, 2H), 5.91(br. s, 1H), 7.08(br, s. , 1H), 7.32(d. J = 9. 0 Hz, 
1H), 7.38(s, 1H), 8.43(d, J = 9. 0 Hz, 1H) 

4 - C [ (N- (2- (t e r t frtf-frT % /) -4, 5-^7 
>V*xi^/4A,-) WW) t^yv>: 3 10mg, 4 0% 

;ESI/MS m/e 4 2 7. 3 (M + + H, C 20 H 28 F 2 N 4 O 4 ) 
4- [ [ (N— (2- (t e r t -7 Y * *SU/Vif, -,U T $ J) ~5~hV7;U 

7%;ESI/MS m/e 4 5 9. 3 (M + + H, C 21 H 29 F 3 N 4 OJ 
[8*011 7 3 6] _4- [ [N — (2- 7^-5-^^v/,„, ^ 



25 



30 



WO 00/69432 PCT/JPOO/03203 

3 3 3 

2 9) 5 jSXXfl- -4- [ [N— (2- (4-^h^ 

> 1 4 3 3) O-g-Efc 

5 VT/Tki^^ithy^ (UOmmo 1) O^^/-^ (0. 4mL) 
}§?&£4- [ [ (N— (2-7;/-5-^DO'<y^;l') ^!)>>/W] T5/^ 
=f-i\>\ \£<<9W (0. lOmmol) % 4-xh*^yX7^rt h' (0. 1 
Ommo 1) , W (0. 0 5 0mL) , *5i^^;-yP (1. 6mL) tf>*g-£ 
ttfcADx.. 6 O e CC*l 4l*fflffi»Ufc. SSil^Var i an™ SCX*?A 

10 fcAffiU M*/-* (2 0mL) -Cfti^Lfco »^2M NH 3 tf)/*/-/U 
8?R-?i8[ffi U »TLC (S iO,. BH^Tvu/**/-^) 9 

4- [ [N— (2-T5/-5-^nn^<y/xCyu) $rj)$//i,] 75y^f/U] - 
1- (4 -rc hdfv"^^) f^JJv^ (ft^Wf 1 4 29) N *5it>*l- ( 
4-rc H^v^i/vvW) -4-^ [ [N— (2- ( 4 - ^ h 3r i"0 i/JV) 75/- 

15 5 - * a n ^0>y>f yu) ^ y *>/U] 7?/^ fvP] t*** U i» Mfr&*9#-*f- 14 3 
3) £#/c 0 

'fb-a-#/#-§- 1 4 2 9 : 4 . 5mg, 2 0 % ; MgfiR P L C/M S KlTsftftfc ( 
9 5%) „ ESI/MS m/e 4 5 9. 2 (M + + H, C 24 H 31 C 1 N 4 0 3 ) 
1 4 3 3 : 8 . 4 m g N 2 8%; flfigfiR P L C/M S \CX#)to1Z ( 
20 9 8%) c ESI/MS m/e 5 9 3. 2 (M + + H, C 33 H 41 C 1 N 4 Oj 
[3Ofe0iJl 7 3 7- 1 7 7 9] 

7 3 6©*fe«ot^U 0 ESI/MSf-^, HXft, 48«kmfc^£^3 6 
25 m 36 









ESI/MS m/e 


&tt <mg) 




1737 


1430 


C24 H29 CI N4 04 


473.0 


3.1 


13 


1738 


1431 


C24 H31 Br N4 03 


505.2 


5.8 


23 


1739 


1432 


C24 H29 Br N4 04 


517.0 


4.1 


16 


1740 


1434 


C33 H41 Br N4 06 


637.2 


9.7 


30 



WO 00/69432 
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3 3 4 



1 17 4 1 
1 ± 

I 17 4 9 


1 1435 


C24 H31 Cl N4 02 


443.2 


9.7 


44 


i 

1 1 T4'3 


1 1 

1 14Jb 


C25 H33 Cl N4 02 


457.2 


12.5 


55 


1 J. / 4 J 
1 174/1 


0 1437 


C25 H33 Cl N4 03 


473.2 


9.4 


40 


1 J. / 4 4 
1 1 "7 A ^ 


1 14 jo 


C24 H31 Br N4 02 


489.2 


5.9 


24 


1 

I 1 7 4 £ 


1 1439 


C25 H33 Br N4 02 


503.2 


15.2 


61 


1 l/iO 
1 iT/n 


j 1440 


C25 H33 Br N4 03 


519.2 


11.0 


43 | 


i 

1 1 7/IQ 


J 1441 


C23 H29 Br N4 02 S 


507.2 


9.3 


1 37 ; 


1 1 / 4 8 

I ndfl 


I 1442 


C33 H41 Cl N4 02 


561.4 


6.8 


24 ; 


i ± / 4 y 


1 1443 


C35 H45 Cl N4 02 


589.4 


9.8 


33 


I 1750 


1 1444 


C35 H45 Cl N4 04 


621.4 


9.4 


30 


| 1751 


1 1445 


C33 H41 Br N4 02 


605.2 


6.5 


21 1 


1 1752 


1 1446 


C35 H45 Br N4 02 


635.2 


10.7 


34 S 


I 1753 


I 1447 


C35 H45 Br N4 04 


665.4 


12.4 


37 I 


I 1754 


1 1448 


C31 H37 Br N4 02 S2 


643.2 


7.6 


24 


1 1755 


I 1457 


C24 H32 Cl N5 02 


458.2 


4.5 


20 I 


I 1756 


1458 


C23 H29 Cl N4 04 


461.2 


6.0 


26 1 


1 ^ 7 ^ 7 


1459 


C24 H32 Br N5 02 


504.0 


6.8 


27 1 


I 1758 


1460 


C23 H29 Br N4 04 


505.0 


8.0 


32 | 


3 1759 


| 1461 


C31 H37 Cl N4 06 


597.2 


5.9 


20 


1 1760 


1462 


C31 H37 Br N4 06 


643.2 


6.0 


19 1 


1 1761 
1 1762 


1514 


C26 H36 Cl N5 02 


486.2 


5.5 


23 j 




1515 


C23 H29 Cl N4 04 


463.0 


5.8 


25 I 


I 1763 


1516 


C26 H36 Br N5 02 


530.2 


4.2 


- 16 I 


1 ^764 


1517 


C23 H29 Br N4 04 


505. 0 


6.5 


26 1 


I 1765 


1518 


C31 H37 Cl N4 06 


597.2 


4.3 


14 "j 


1 1766 I 


1519 


C31 H37 Br N4 06 


641.2 


5.3 


17 


I 1767 1 


1570 


C23 H29 Cl N4 02 S 


461.0 


2.7 


12 I 


I 1768 | 


1571 


C31 H37 Cl N4 02 S2 


597.2 


4.9 


16 j 


1 1769 1 

1 1 "7 "7 r\ I 


1651 


C37 H4 9 Br N4 02 


663.2 


5.5 


17 


1 ^ 1 

ff 1 *7 *7 1 S 


1652 


C26 H35 Br N4 02 


515.2 


6.0 


23 


I 1771 1 

1 1 T7 O 1 


1653 


C35 H45 Br N4 02 


633.2 


5.0 


16 I 


1 1 


1654 < 


225 H33 Br N4 02 


501.0 


6.2 


25 J 


1 1773 1 

1 1 "7 *7 /I 1 


1655 ( 


231 H49 Cl N4 02 


617.4 


5.6 


18 I 


1 


1656 ( 


:26 H35 Cl N4 02 


471.2 


5 . 9 


9 ^ 1 


1 1775 I 


1657 ( 


:35 H45 Cl N4 02 


589.2 


4.6 


16 1 


I 1776 I 


1658 C 


:25 H33 Cl N4 02 


457.2 


5.3 


23 j 


I 1777 1 


1785 C 


:26 H33 F3 N4 02 


491.2 


4.7 


12.8 1 


I 1778 I 


1786 C 


:25 H29 F3 N4 03 


491.2 


3.7 


10.1 j 


1779 I 


1804 C 


:25 H32 F2 N4 02 


459.2 


3.3 


9.6 J 
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PCT/JPOO/03203 



[MM® 1 7 8 0] 4 - [ [N- (2-7^/-5 - h 9 7^*0* h*i"<> 

y 1 9 0 3) <V&f& 

5 4- [ [N— (2- ( t e r t h * v^/Wtf-^T 5 / ) - 5- ( K V 7)^ 
h^-» ^V 1 /-/;^!^] M^)'J> (0. 0 5 0mm 

o 1)\ 4-^y/ntV^>X7^rt K (0. 060mmol) x N a H 3 C N 
(0. 15mmol) , J3J:W^;^Ml. 3mL) ©S^fel:, St (10 
mL) 6 0 o C-C8B#F B ^^L/c. ^BlC&Sp^Va r i an™ SCX*7 

10 «MC*flfU J—^ (lOmL) TifcfrLfc. 4fi!cM2M NH 3 <D^/- 
;U (5mL) SiTCJ&fflU Sg^Lfc. 4M HC 1 O^^i^^fS ( 

2mL) £ADx, ifeWLfCc »IB«. L C J: "3 U 

4 - [ [N— (2-T5/-5-M) h dr iz-O- A-) j/JJ vvU] T 

5 / ^ fvi'] - i - U y/n tvu^^v=/u) t°^y e» Uk-&®>m%- 1 9 o 

15 3) £#fc (6. 6mg, 2"6%) , MitR P L C/M S \ZX#fifc (93%) ' 
„ SI/MS m/e 5 0 7 (M + + H, C 2 6 H 3 3 F 3 N 4 O 3 ) 
[^Jj$50»l 1781-1783] 

7 8 OO^SHC&oT-a-J&LfCo ES I/MSt-*, *>£Xf!&m*3t3 7 

20 (£*i:#>fc 0 

" * 37 









ESI/MS m 
/e 


(mg) 


45^ {%) 


1781 


1904 


C26 H33 F3 N4 03 


507 


9.6 


37.9 


1782 


1917 


C25 H31 F3 N4 05 


525.2 


1.2 


3.1 


1783 


1918 


C24 H29 F3 N4 04 


495.2 


2.8 


7.5 



[£J£0U 7 8 4] 4- [ [N— (2-7-;;-4, 5-^7^d^^^ 
25 ) ;/!)vvU] T^V^^vkl -1- (5-7'n : e-2-x^->Kyi;/b) 
(it-St®)®^ 2 0 5 2) <P£-fife 
4- [ [N— (2- (t e r t - 7 Y *>stl )\si£=-)VT. % J ) -4, 5- (v=7 
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10 



15 



3 3 6 

frfa^SjA,) ^y^U] 7S/^/l/| txy-^ (o. OSOmmo 1) 
, 5-/n^- 2 -xh^yX7^ftK (0. 1 5 mm o 1 ) . * / 
(1. 2mL) % &£xm» (0. 0 3 0mL) <Dfe&®\^ N a BH 3 CN (0. 
2 5mmo 1) ^D^L, 5 0tfl3^fWUc o *Hfc»»U V a r i a n T 

SCX*7A|:MU (5mLX3) T'fcWLt^ ±f$.®&2M 

NH 3 0^y^ ( 5 mL) ««-C»W WBUfc. ^ a a ^ * ^ ( 

lmL) *5itfhy 7yu*n»» ( 0 . 50mL) tin*, £fi"C 1 0 Lfc 
•• SJSfi^»Sr»|8U % SlESr^^y-yHt^L. Varian™ SCX*7A 
KfcffifU y^y-/U (5mL) TifefrLfc, £j£#)£2M NH 3 ©^/^ ( 
5mL) Sa-CSBJU »«Lfc. MTLC (S i0 2 , »«if/t,/^^y- ; u 
= 10 fcJ:9HrBlU 4 — [ [N— (2-7^-4, 5-i?7,U*a^ 

tr^y^ (ft^Sf2 0 5 2) 4r#fc (10. 2mg, 3 8%) 0 M&ttRP 
LC/MSCt**ft (9 6%) 0 SI /MS m/e 5 3 9. 2 (M + + H. C 
24 H 29 B r F 2 N 4 0 3 ) 

1785-1792] 

7 8 40^|^oT^Lfc„ ESI/MSf^, IR* % *3J:tJ<l|X***3 8 



20 



^ 38 









ESI/MS m 
/e 


&4 (mg) 


fc^ (%) 


1785 


2053 


C30 H34 F2 N4 04 


553.4 


12.7 


46 


1786 


2054 


C27 H30 F2 N4 03 


497.2 


13.7 


55 


1797 


2055 


C23 H28 F2 N4 04 


463.2 


10.1 


44 


1788 


2056 


C22 H24 Br F3 N4 02 


515.2 


7.7 


30 


1789 


2057 


C23 H27 Br F2 N4 03 


527.0 


8.6 


33 


1790 


2058 


C24 H30 F2 N4 04 


477.2 


6.4 


27 


1791 


2059 


C28 H30 F2 N4 03 


509.4 


6.7 


26 


1792 


2060 


C25 H32 F2 N4 05 


507.2 


7.2 


28 



[£K0J1 7 9 3] 4- [ [N- ( 2 -T?y-4. 5 -V?,\,*u^/x ,^ 
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3 3 7 

\Y&m^ 2 0 6 5) <0£j% 

4- [ [N- (2- (ter t -Zf V frifr-^T $ J ) -4, 5- (^7 

/Hj-n'O'yy/U) ^JIS/AO t^y^ (0. 0 5 0mmol) 

5 ,3, 4 -'Jx. h^v"<yX7/l'ft K (0. 15mmol) , (1. 
2mL) , &±tm& (0. 0 5 0mL) ©g^ftl:NaBH 3 CN (0. 2 5mm 
o 1) SrJDx., 5 0°C-e-!!fejf#L7i, MfclfrilU Va r i an™ SCX*7 
-McAftU ^/-^ (5mLX2) T'^tfCo MI)^2M NH 3 C^y 
(5mL)JMtljU ftilSLt. i^l^nn^y (2mL) 

10 ^/M'Vv'T^-h (0. lOmL) £A0x.. gtB"? 1 ftffiMW U Va r i an T 
M SCX*7ilcMU^^/-^ (5mL) Tifc#L7c 0 4jSftS:2M NH 3 
<T>*9J-fr (5mL) *«fcJIVvr*WU 2lf?sLfc 0 aS^^-yi- (0. 
2 5mL) iC&flfU 4M HC lO^fV (0. 12 5mL) &*££j)Q;l % 
gfi-C-l»a#LWRSLfc. aSSSr^^y^WiSSWU Va r i an™ SCX# 

15 y'MZ&ffiL, tfJ—fr (5mLX2) T'^Lfc 0 §fijc|)4 2M NH 3 ©^ 
/—JV (5mL) ilMffl^TifflL, ^-T^r t\££ 9, 4- [ [N — (2- 
7?y-4, 5 -v^/M-n-^vyVA') 75/^f;W] -1- (3, 

4-S^c h^^^^/U) b°^!J v>> (ft3Sf2 0 6 5) £#7c (2 1. 2 m 
g. 8 4%) 0 ttSteRPLC/MSfOfc**: (9 7%) 0 ES I /MS m/ 

20 e 5 0 5. 2 (M+ + H, C 26 H 34 F 2 N 4 0 4 ) 
[HJS60iJl 7 9 4- 1 8 0 8] 

25 3£ 39 









ESI/MS m 
/e 


l&tt (mg) 




1794 


2061 


C23 H27 F3 N4 02 


449.2 


12. 6 


56 j 


1795 


2062 


C23 H27 F3 N4 03 


465.2 


19.7 


85 


1796 


2063 


C25 H32 F2 N4 04 


491.2 


19.8 


81 : 


1797 


2064 


C22 H24 Br F3 N4 02' 


515.2 


17.5 


68 


1798 


2066 


C29 H32 F2 N4 03 


523.2 


18.0 


69 ; 
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3 3 8 



1799 


2067 


C26 H34 F2 N4 02 




1 . 9 


93 


1800 


2068 


C22 H24 CI F3 N4 02 


*J O 27 • 


XL . Z 


48 . 


1801 


2069 


C24 H30 F2 N4 03 


4 61.4 


0 f\ o 


88 


1802 


2070 


C23 H27 Br F2 N4 03 


527.2 


17.7 


67 


1803 


2071 


C24 H30 F2 N4 04 


477.2 


10. 9 


46 


1804 


2072 


C25 H32 F2 N4 03 


475.2 


19.3 


81 


1805 


2073 


C29 H32 F2 N4 03 


523.2 


22.8 


87 


1806 


2074 


C29 H32 F2 N4 04 


539.2 


22. 5 


84 


1807 


2075 


C23 H27 F3 N4 03 


465.2 


14.9 


64 


1808 


2076 


C22 H24 F4 N4 02 


453.2 


21. 9 


97 



10 



15 



20 



[««1 8 0 9] 4- [ [N- (2-7S/-4. 5 -^i^p-qWh, 
) QvvU] T*y^«W -1- (2-bh'P»->- 3 -^^y^ 
flfc£^#-£2 10 6) CP^fiE 
4- [ [N- (2- (t e r t -7 h a,t § y ) -4, 5 - 

/M-n^/^) ^y^] 7;/^f;U] tXil-^y ( 0 . 0 5 0 mm o 1 ) 
. 2-tK D ^- 3 -^/KyX7^rtK(0. 2 5mmol) x y^y- 
^ (1. OmL) . ft .ttffiHK (0. 04 0mL) Ojg^bfcNaBH.CN (0. 
4 0mmol) SrADx., 5 0 ^T-Bfcjf # Lfc 0 IfitftfllLVar i a n™ SC 
X*7AtAfU (5mLX2) V9t»Ltt 0 »&2M NH 3 cD 

(5mL) ^rcigffiU 81$ tftK*^/^ * J -jU= 

5:1 (lmL) WUarian™ SCX*5Afc*ffU Ma^/y 
^y-, u=5 . i (5rnL) tffiv^ittau *«Lfc. 8SI:^y^ ( 2m 
L) fc*#U 4M HC10W> (0. 5 OmL) tim&Mz.. HfiT— 



U Var 



i a n™ SCX*7A|; 



ffiU (5mLX2) Tfftj^Lfc. 4«2M NH,©^;^ 

(5mL) S«&/B^T8ttiU »»Lfc. »KT L CK «fc 9 4 - [ [N- (2- 
T5/-4, 5-^7/U2j-n-i:/WyU) ^ J) 7 * y y _ x _ (2 _ 

tKn^.>-3-^My^) *^ys?> (UWf2l06) £#fc„ ft 
*liRPLC/MSl:t*J!)fc(9 7%)„ ESI/MS m/e 4 4 7. 0 ( 
M+ + H, C 23 H 28 F,N 4 0 3 ) 
[SlfiW 1 8 1 0- 1 8 2 3] 



WO 00/69432 



3 3 9 



PCT/JP00/03203 



8 0 9^i:|*ot^Lfc 0 ESI/MSf-^, :fc<fclMX^£3?4 0 

3E 40 









ESI/MS m 
/ e 


M (mg) 


45^ {%) 


lolU 


zU / / 




4 fi7 9 

t D / • £. 


J . / 


1 o 


1811 


2078 


C24 H30 F2 N4 04 


477.2 


1.9 


8 


1812 


2079 


C30 H34 F2 N4 04 


553.4 


4.8 


17 


1813 


2080 


C22 H25 CI F2 N4 03 


4 67.2 


13.5 


58 


1814 


2081 


C22 H25 CI F2 N4 03 


467.2 


13.8 


59 


1815 


2082 


C23 H28 F2 N4 04 


463.2 


9.6 


42 


1816 


2105 


C23 H28 F2 N4 04 


463.2 


ND 


ND 


1817 


" 2106 


C23 H28 F2 N4 03 


447.0 


ND 


ND 


1818 


2107 


C20 H23 Br F2 N4 02 S 


503.1 


ND 


ND 


1819 


2108 


C25 H28 F2 N4 02 S 


487.2 


ND 


ND 


1820 


2109 


C20 H23 Br F2 N4 03 


487.0 


ND 


ND 


1821 


2110 


C22 H28 F2 N4 03 


435.1 


ND 


ND 


1822 


2111 


C22 H24 CI F3 N4 02 


4 69.0 


ND 


ND 


1823 


2112 


C24 H29 Br F2 N4 04 


557.0 


ND 


ND 



5 ND: 5fcifc$ 

[MfaM 1 8 2 4] 4- [ [N— (2-T$7-4, 5 - A- 

y Ub-6-#)#-§-2 114) (D&fS. 

10 4- [[N- (2- -4, 5 - 

)\,jsrvs<y-/4 >V) Wi/tV] T^/^fM t'^Ui^y (0. 0 5 0mmol) 
, 4-^f;U-3-=hn'<>'X7;Vft: K (0. 2 5mmo 1) » J— A* ( 
1. 2mL) , tSkXttBl (0. 0 5 0mL) «/OHNaBH 3 CN (0. 5 0 
mmo 1) ^APX, 5 O'C.T'-lftf&ftUfc. ^&IC#£|lLVa rian™ SCXA 

15 yAtc^ffiU A- (5mLX2) X*fcftLtc 0 £j£#)£2M NH 3 <D*f 

(5mD mmvm&L, mmttz e m&zmm^^/** y-^=2 ■. 

1 (2mL) Wgfi?U Varian™ S i U 7 -MdAffi U g1^9vU/> ^ 7 
-;U=2 : 1 (6mL) &ffl^Tfga}U S^ftfc, 2S££^/-;U (lmL) 
\Z.mML, 4M HC 1 C0v=^-dr-^y (0: 5 0 m L) m&*ft\X., MUX'— Bjfeft 
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3 4 0 



#U $l®Lfc 0 / * ; -MmmU Va r i an™ SCX^yACM 

U (5mLX2) 2M NH 3 (£>y # / — (5mL) ^fe 

SrfflV^StaUfc. »«tJtM- C [N— (2-T$y-4, 5-S?7**n-< 

5 b*-iy ^V£#fc 0 

fcf>ixfc4- [ [N— (2-T5/-4, S//U] 

r^yyfvu] - l- (4 -y 9vi^- 3 o^v^/u) txy^;^ 5%^°y 

5>«}rA*-#> (I5mg) % fc<ttfy.*y-,u (2mL) 0&£tt&*«#ggft 

10 »«Lfc. »«!TLC (S i0 2< HxfV^;-^3 : 1) tdJ:D4- [ 
[N- (2-T$y-4, 5-^7dd^^) 7 $ y y ^u] - 

1- (3-7^-4-^f^>^) ^Pv?y (ft*ft#*2 114) 

(2. 9mg, 13%) „ «iRPLC/MStt*Wc (10 0%) . ES 
I /MS m/e 44 6. 1 (M + + H, C 2 3 H 2 9 F 2 N 5 0 2 ) 

15 immmi 825] 4- c cn- (2-7$ y -4, s-^^^n^v-/^^ 



) gjjj^j/j 7^yyf vvj -1- (3-7-;;-4-n^>^) k^u 

2^ tffr£4fe#-£2 113) <7)-A-(# 

mfcOit&®4- [ [N- (2-T$y-4, 5-y7/^D^y^ ; u) 
v'/H 75 7^f;l/] -1- fc^!)^> ( 

20 fc*ft*-*2 l l 3) * % »«i-aiK»*Jj:tJtfiOS»*fflvv »i 8 2 4©* 
felC^oT^Lfc. 4. 6m gl 2 0%UK$ ; ES I/MS m/e 4 6 2. 
2 (M + + H, C 23 H 29 F 2 N s 0 3 ) 

mm 1 s 2 6] 1- (3-T^y-4-t KDt^y^) _ 4 _ r rN 

- (2- ( t e r t -y h*is%sl>7$~/UTS. y) -4, -< >• yV 

25 /u) ^ y ^,v\ TXjj- =f-jV\ y ^>op^b£ 

4-[[N-(2-(ter t -7' h * is*fr#-/UT 5 y ) -4, 5-v?7,U 

*n^yV/u) ^y^] rsyygvu] e^y^v (o. 35m mo i) , 4 

-t Kn^->-3-=hDX>X7/l'ft K (1. 2 2mmo 1) , y*y-,u ( 
3. 8mL) , &jLXmm (0. 1 7 5mL) COzg-g-^jICNa BH 3 CN (1. 5 8 
30 mmo 1 ) <Dt*J-;V (3. 2 m L) gffS^iPx., 5 Ott-PMlif Lfc„ £fi 
*-C»«IU Va r i a n™ S C X* y AfcAflf U y^y-yU (5mLX2) t 




WO 00/69432 PCT/JP00/03203 

3 4 1 

jfefrUfc. £fi5c4fc£2M NH 3 <D*f (5mL) JSfcrcSfflU ftlSLfc. 

*$£»Sfc^?vU/0«*y- / v=5 : lfc&tfPU Va r i an™ S ij&yAIC^ 
ffifU IHH*-^^/^ * J -;U= 5 : 1 (lOmL) &/BVvCiSffiU jft|f1-5 3l 
iridic , 4- [ [N— (2- (t e r t-yf#->*^to7?/) -4, 5 
5 -v^Aotn'OyVyU) ^y^U] 75;^f;l^] - I- (4-fc Kadfiy- 3 

-^hD^y-^u) ^y-yy^fc (nsmg, 8 7%) 0 

mbtLfc4- [ [N- (2- (t e r t -7" h * is*/\,7fi=.jU7 5 / ) -4, 5 
-'Jyfrita'i.i/SJA,) ^ys/yv-] 7?/>f^] -1- (4-fcKB^y- 3 
--fn^yy/V) t^y^^, 10%/^y'!>A*-^y (4 5mg) , *5<tt>* 
10 , (5mL) ©»£4fc«r**#B«T» MTMWPlWHj* Lfc. ^7^ 

*A««fcit«fc:J:3lfc*U IMiLtl- (3-7?;-4-t Ko^y 
'Jy^) -4- [ [N- (2- (tert-/h^f'>*;^7^) -4, 
5-y7;^o-:yy^;u) ^!)y;u] 7?/^f^] t^!iyy^|fc (10 0 
m g s 6 0%) o 

15 " [H5S#'J 1 8 2 7] 4- [ [N- (2-T5/-4, 5 - v^U^n^ y/^f 

) ^y^u] r^yy^] -1- (3-r^y-4-fc Ko^y^y^) g^l 

y 2^ (^^#-§-2 14 1) (Z)£-f$ 

1- (3-7^-4-fc Kndr^^^/U) -4- [ [N- (2- (t e r t 

-yf^^*'^;;) -4, 5-^y/^u^<^/yf;u) y^] 75 
20 y y t'^< y v>y (20. 0m g , 0. 035mmoi) <oy * y — ( 1 m 

L) ^{C, 4M HCl©y^*fy (0. 5 0mL) ^i&fcjfflx, SJfC-ft 
ffiftLtz. * ? ; Var ian™ SCX*7A 

KAiftU *9J—fr (5mLX2) TifcfrU 2M NH 3 tf>y>y— (5mL 

) sjs-csmu*:. mmzx<0 4- 1 [n- (2-757-4, 5— s^^a-o^ 

25 yyV/U) yyy/V] 75/>f;U] -1- (3-757-4-k Kn*j/Atyj? 

yu) t^yyy (fls^*»*2 141) (17. 6m gl £Stt) . Mff»± 

RP LC/MSICT**!) fc (8 5%>) . E S I /MS m/ e 4 4 8. 3 (M + + 
H % C 22H2 7 F 2 N 5 O 3 ) 
[nmm 1 8 2 8- 1 8 3 1] 
30 **Wt?fflv^5^«jSr, -e*b-e*t*rjS-rs®»*5J:OfRJS»JS:/lv^Tlllfe«9Ji 
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3 4 2 



fc 0 



^ 41 









ESI/MS m 
/e 


^ft (mg) 


(%) 


1828 


2140 


C23 H27 F2 N5 04 


476.3 


6.7 


28.4 


1829 


2144 


C24 H30 F3 N5 03 


494 .2 


18.7 


82.0 


1830 


2145 


C23 H28 F3 N5 03 


480.3 


19.8 


63.7 


1831 


2146 


C24 H28 F3 N5 04 


508.3 


13.5 


81.7 



[MMffl 1 8 3 2] 1- (3-7;y-4-^DD^y-/;v) -4- f [N— ( 
2- (fer t-yf^r -^^/Vj;;) -4. 5 -v^/M-p^yy ,u) 

4-[[N- (2- (ter t-yh^->*^-;l/7 5/ ) -4, 5^i/7;U 
^-n-OyV/U) /y^] T^/^^yU] t^y^^ (0. 1 4 mm o 1 ) , 4 
-^n D -3-=bn^X7;Uffc K (0. 5 0mmo 1) , ^/-;Ml. 
5mL) % &£Vmm (0. 0 7 0mL) N a BH 3 CN (0. 6 3m 

mol) <D**y-;U (l. 3mL) mmZtiBZ., 5 0 o CT*-l)fclt# bfc, E&K 
frSPU Va r i an™ S C X^JyAtftS L> / * / ~*X°mft Ltz, QLtfm* 

2m NH 3 ©^^/-^^T*^ttjL, mmLtc 0 ttmtk^)^/ 1 5 J ~>V 

= 5 : lfC^fifU Va r i a n™ S i *7AiCtf L, ^^^/^^ 
= 5 : 1 (6mL) £m^X®&L, »«f 6 - £ |c i t> , 4- [ [N- (2- ( 
t e r t-/h^f^U^7 5y) -4, 5 - v^M-cr^^yVA-) ^ U > 
^] 75/^f;l/] -l - (4-^D0-3--|, D ^y i ; ; i / ) tf^y v^^f/t 
(4 4mg, 5 3%) „ ESI/MS m/e 5 9 6. 3 (M + + H) 
4- C [N- (2- (t e r t -■/ h * "sll >Vt£=.,VT % J ) -4, 5 _o? 7/ u 

t^y^ (I21mg, 0. 20mmol) % 1 0 
(8 5mg) % mSt^^ (lOmL) % :fcJ:lM*/-/U (lmL) 

9, 1- (3-7iy-4-^PD^<y-;;u) -4- [ [ N 



WO 00/69432 PCT/JP00/03203 

3 4 3 

- (2- (tert-7'F^->iyl'#^7^) -4, 5 jVjra^y*/ J 

>v) yy*sis,\ 7$;/?*] e^y^&#;fc (7 8m g , 6 8%) . 
mmm 1 8 3 3] 1- (3-7;y-4-^pp-<y^) -4- [ [n- ( 
2-r$/-4, 5-^7;^p^y/-f;i-) ^"9^] ts/^^vu] t'^y-^ 
5 y (fc-£-#)#^ 2 14 2) qy&fo 

mB<Dit^mi- (3-7^-4-^no^^) -4- [ [N— (2-T 
5/ -4, 5 -v^/u^n-^yyV/i') 7 5/^f;i/] fc'-^yv^ (-ft 

^#-55-2 1 4 2) ^^■r5^^3<t^s^^^J^fflv^T^life#'-ll 8 2 7<n-%mz. 

^oT-g-RfetfCo 13. 7mg, 9 8 % ; 3$Jfi2R P L C/M S ^TjR*7c (8 3 
10 %) 0 ESI/MS m/e 4 6 6. 2 (M + + H, C 22 H 26 C I F 2 N 5 0 2 ) 
8 3 4] 1- (3-7tf/U7$y-4-l: KP^-^y^) -4 

- [ [N- (2- (7 $7-4, 5 -i>yjU7j-a^Q^^jU) T^J f- 

T>y-\ t°^Vi?y (fc£^##-2i4 8) (D^f& 

1- (3-7^7-4-t KD^ri/^O-^) -4- [ [N— (2- (t e r t 
15 -yh^r-^*-^^) -4, S-v/^/^n^O-yV^) if V */Af\ TK 
y^^P] fWJJv^ (27mg, 0. 04 9mmol) , ( t*^ V *J / * ^vU) 
#!)^-5 : -l^>(2. 7 mm ol/g, 60mg, 0. ISmmol) , ^it/v 5 :? 
nn^;?> (2m L) C9*g-g-^tC N 4S7kM (0. 1 2 mm o 1) (Di/?uujf 
1/ (0. 1 2m L) Jgfgj&Anx, ^ST-SR^S^LfCo S^ft5:Va r i a n™ 
20 SCX^y^lcA^L, ^^y-^T'^tfco 2M NH 3 ©^/-/V 

igf£Ti£tB U ^L/c 0 £g££»^^/^/-^=5 : UCjgtfU Va 
r i a n™ Si *7A|;MU g^gg^^U/^ / 5 : 1 (6mL) 
# i^-C^ffl, MtZZ. t^X 9 1 - (3-7tf^75/-4-tKP^r^^ 
/I/) -4- [ [N— (2- (t e r t -:/ h =*r v'TJA-tK-^T 5 / ) -4, 
25 7^n-<y/-r^) ^y-^u] 7 5/^^] tf^ys^&fcfc (3 0mg, £ 
fttt) o E S I /MS m/e 5 9 0.4 (M + + H, C 29 H 37 N 5 0 6 ) 
±§ET*#7cl- (3-7tW$/-4-t Ko*^^) -4- [ [N 

- (2- (tert-7h=t-v'*/i'^7 5/ ) -4, 5 - v ? 7yU^-n^<>'y*^ 

/u) jry-w] TXfff-tv'] e^y wot? j—i\> (imD Affile, 4m 

30 HC I <T>\?**4)-Vfe®. (0. 5 0mL) fcjjp*., SftRSr^fi-C-lftai^ Lfc 0 ft 
ttLfctK, «*<:>*>'-./MJ:»»U Va r i an™ SCX*7AI:MU * 
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10 



3 4 4 

*J-)\> (5mLX2) T'ZfefrU 2M NH 3 <D*? y-/U (5mL) 

L^o tikffi'&. ^IfeTLC (S i0 2> mm^/ls//* ;-,U= 3 : 2) (Cj; 5» 

KU 1- (3 -T-fcTvUTS 7-4-t Ko^-//<y^) _ 4 _ [ [ N _ (2 

- (7$y-4, 5 -v^yi^j-p .Y/u) ^-yv-yu] r^/^^vu] txyv? 

> (ftmt2l4 8) fcfcfc (2. 3mg. 9. 2%) . «RPLC/M 
Sfc-Ofcftfc (9 8%). E S 1 /MS m/e 4 9 0. 3 (M + + H, C 24 H, 
9F 2 N 5 0 4 ) 

mmm 1835-1839] 

8 2 6£ 1 8 3 4 0*fel:ftot^Lt 0 ES I /MSvWfc iUtSHlg© 
«K**5it^»^^4 2li*ifefc 0 



S 42 









ESI/MS m 
/e 


4X* (mg) 


^ (%) 


1835 


2143 


C25 H29 F2 N5 05 


518.3 


4.8 


45 


1836 


2147 


C25 H31 F2 N5 04 


504.3 


3.0 


23 


1837 


2154 


C26 H32 F3 N5 04 


536.4 


4.1 


66 


1838 


2155 


C25 H30 F3 -N5 04 


522.3 


5.5 


71 


1839 


2156 


C26 H30 F3 N5 05 


550.3 


7.0 


78 



15 



20 



25 



[M0918 4O] 4- [ [N- (2-TS/-4. 5-^7^n^>-yV^ 
) gjjj^] ZAZZ±±3 - 1- (3-^f/^7;y-4-t:KD^y-?;u 
) b°^U 2> (JMM%±2 16 0) O^-fiic 

4- [ [N- (2- (ter t-^h=ir->*;l/«^7^y) -4, 5-^7A- 
*u^sV4,V) /y^]7*^f^] -i- (3-7$y-4-fc Kn^> 
) t^y^y (2 0. 4mg, 0.0 3 7mmo 1 ) , 3 7%HCHOS« (3. 
Omg.O. O37mmol) .RKO. IraL) , *5<fct>/^ /-^ (1. 3 
mL) <DM&m^ N a B H 3 C N (7. Omg) <T>*9J~-fi, (0. 2mL) 
SrADi. 6 0tT'-ftH^Lf; 0 Sflt*«IL, Va r i an™ SOX*7A(^ 
»U t^J-fr (5mLX2) T'^Ufco ±f&®)Z2M NH a O*fi/-,l, ( 
8mL) fcjfc-C&ttJU jftl8-t-5ri^«t 9 4- [ [N— (2-tert-/^ 
^/l^^yUTS /) -4. 5-J?7**d/<V^*) 7 $ / 
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3 4 5 

] -1- (3-^W5 y-4-fc Kndr^^^/U) £v? y >>^£#7c: 0 

±ETi#fc4- [ [N— (2-ter t-/h^rv/«^7 5y) -4. 5 
-v^M-n^^-yV/V) ^!)->M 75;^f^] -1- 
4 _ t KndrS/^>-i//U) fc^y v? > /U (1. OmL) Affile, 4M 

5 HC 1 (D^^rfy (1. OmL) »«S:JDx., 3 P#|S|»# U5:. 

MEt^^Z-A' (lmL) Va r i a n™ S C X* 7 i^Affi U ^ 

tS—fl' (5mLX2) Ti^i^U 2M NH 3 C^^;-;V (8mL) WfaTQ^fo 

Ltz 0 mm. #&tlc (s i o 2 ) fciimsu 4 - c [n- (2-7$ y- 

4, S-v^utfn'OjAr/U) ^!)^/t/| 7?/>^] -1- (3-yyvKT 
10 S;-4-tKD tci/sOV/U) t°s< !J v?> Mfc^fc*^ 2 16 0) ( 3 . 

4g, 2 0%) o mmtRPL C/MSICX Xtbtc (9 6%) , ESI/MS m 
/e 4 6 2, 4 (M + + H, C 2 3 H 2 9 F 2 N 6 0 3 ) 

mmen 84 1-1 8 44] 

15 8 2 6 t 1 8 4 O^&t^o-C-g-fiScLfdo E S I /M'S x-^*3 itf^ZDg© 
i|Xft*5J;a ? i]x^^4 3(c*ir*7t 0 

S 43 









ESI/MS m 
/e 


iRffi (mg) 




1841 


2159 


C24 H31 F2 N5 03 


476.3 


7.6 


48 


1842 m 


2161 


C23 H28 CI F2 N5 02 


480.3 


7.3 


45 


1843 


2162 


C25 H32 F3 N5 03 


508. 4 


6.0 


24 


1844 


2163 


C24 H30 F3 N5 03 


494.3 


4.3 


15 1 



20 [IWJ 1 8 4 5] 4- [ [N— (2-7 $7 -4, 5 - ^7 ^ 

) r^yyfvu] -l - (^y/ [c] TrfZij — L±) gdiL2 

> 2 13 0) 

4- [ [N— (2- (t e r t-7K->*M*^7^) -4, 5 -i?7/U 
*v<^/<iA,) ?VW1 T^y^f^] hT^ys?^ (0. 0 5 0mmol) % 
25 5- (^D^y^yU) -<>y* [c] 77-tf> (0. 7 5mL) % ( tf^ ]) is / * 
yU) ifs !) T^sf-W (2. 6 - 2 . 8 mm oi/g, 60mg, 0. 15 mm o 1 ) 



10 
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3 4 6 

x *9J—)\s (0. 2mL) \ T±h~Y})sU (1. OmL) , tS£Xfi9 a a*;U 
^ (0. 5 OmL) ©ffi£fc£5 0 < C-C-fc«#Ut o M*-Cft*PU Var i 
an™ SCX^yAtMU **J-A, (5mLX2) -CftfrLfc. dfctffc* 2 
M NH,0>^/^ (5mL) U *«Lfc 0 S^I^dd*m ( 

1. 5mL) t7x=/Ky-/7^h (0. 0 7 5mL) ^Dx, Mfl^ 
»#U Varian™ SCX*7A|:*fU (5raLX 2) T'ifcfr 

Lfc 0 »Jr2M NH 3 W^/^ (5mL) Mt«U fi«Lfc. Sit 

(lmL) t«M|U 4M HCIO^+f^ (0. 50mL) i 
fcfcflD*., ifif-ftjlltL, MgLfc. ®&Z**;-MmMU Varia 
n™ SCX^7ACMU ^/-;M5mLX2) TZfe&U 2M NH 3 W 
^/-A- (5mL) «fttT?*fflLfco MTLC (S i O z% B»*^ 

/>*y-vU=5 : 1) icXVmmL. 4- [ [N— (2-7^-4, 
;u*u^y4;u) yy^/u] 75;>f/P] - 1 - (-<>y [ c ] 75 f y _ 5 
-4>V) (MWf2 130) Sr#fc (3. 6mg, 16%) . M£ 

15 f±RPLC/MStT*ftfc(8 7%). ESI/MS m/e 4 5 9. 3 (M + 
+ H, C 22 H 24 F 2 N 6 0 3 ) 

1 8 4 6] 4-[[N-(2-T$/-4. 5-^tD^y^;P 
) T^y^^ /U] - l- ( 3 . 5-^f;MyW^- 4 -^rt> 

) mr,£4fejg4§-2 13 1) 

20 m&<Dfc&to4- [ [N — (2-Z5 7-4, 5 -S^A^n^Jo'-f/P) 
•>VU] T * y > fvU] - l - (3, 5 - i?* fywf y*^J~ )V - 4 , u) 
1> 5» Mfc£4l##2 13 1) £ x mi-^^*5iT>m^J^fflV>T^Ml 8 
4 5 0*ifel^ot^Lfc 0 3. 8 nig, 18%^;ESI/MS m/e 
4 3 6. 2 (M+ + H, C 21 H 27 F 2 N 5 0 3 ) 
25 [Hi&flij 1 8 4 7] 4- [ [N— (2-7$y-5-^pp/<y/^) ^y»> 
>"-] 7^yy^yl/| - l- f4 - h y ^M-g^^yt^^-) /<y-y y v1 b^y^y 
Offc^S^l 6 16) (D&fc 
4- C [N — (2-7;y-5-^nn/<y^/u) *'y->vl/) T^y ^ fvu] 
f^y (16. 2mg, 0. 05 Ommo 1 ) , 4 - ( h\) 7JV#u ^f-jVf- 
*) ^y-y/^o!) K (20. 3mg, 0. 0 7 5mmo 1 ) , T± h =■ Y <J ft, ( 
1. OmL) s ftXXff a nzfc/UA ( 0 . 5 OmL) ®&£4fefr6 Ot^C 1 



30 
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3 4 7 

»#Lfc. ft*P&, Va r i a n™ SCX*7^CMU fit/—* (1 5mL 
) -CJfcjf Lfco »^2M NH,0^^;-^ (5mL) »*-fl*tU U 
2>ri:lCj;i94- [ [N— ^jj^vU] 75 

7 ^ ffiA - 1 - [4 - ( h y 7/M"n ^ ^>-vvU] t°-<y ^ 

5 «^16 16) (2 1. 9m 8 5%) . M&fiR P L C/M S {CIT* 

tfytz. (96 %) o ESI /M S m/e 5 4 5. 2 (M + + H, C 2 3 H 2 6 C 1 F 3 
N 4 0 2 S) 

[Hlfem 8 4 8- 1 8 6 8] 

10 4 7©*«fetf6oT-6-J«Ufc. .j6WT»*>*ltf, »»TLCiaoX»i!U 

£#fc 0 ES I/MSf-^fciOtMlMI*5i{;W^ll4 4t4tftfc 

o 

i 

^ 44 







9ttt 


ESI /MS m/e 


i&i: (mg) 


(%) 


1848 


1617 


C23 H26 Br F3 N4 02 S 


559.0 


21.0 


75 


1849 


1777 


C23 H25 C12 F3 N4 02 


517. 0 


16.3 


63.0 


1850 


1778 


C24 H29 F3 N4 02 


463.2 


9.5 


41.1 


1851 


1779 


C24 H27 F3 N4 04 


493.2 


12.7 


51.6 


1852 


1780 


C23 H26 Br F3 N4 02 


527.0 


16.4 


62.2 


1853 


1781 


C23 H27 F3 N4 03 


465.2 


10.0 


28.7 


1854 


1782 


C25 H29 F3 N4 02 


475.2 


12.2 


34.3 


1855 


1783 


C24 H26 F3 N5 02 


474.2 


17.2 


48.4 


1856 


1784 


C23 H27 F3 N4 02 


449.2 


11.3 


33.6 


1857 


1788 


C25 H31 F3 N4 02 


477.2 


10.0 


42.0 


1858 


1789 


C24 H29 F3 N4 03 


479.2 


10.0 


27.9 


1859 


1792 


C24 H30 F2 N4 02 


445.2 


5.9 


26.5 


1860 


1793 


C22 H24 C12 F2 N4 02 


485.2 


9.2 


37.9 


1861 


1794 


C23 H28 F2 N4 02 


431.2 


5.7 


26.5 


1862 


1795 


C23 H26 F2 N4 04 


461.2 


6.0 


26.1 


1863 


1796 


C22 H25 Br F2 N4 02 


497.0 


10.5 


42.4 


1864 


1797 


C22 H2 6 F2 N4 03 


433.2 \ 


3.5 


16.2 


1865 


1798 


C23 H28 F2 N4 03 


447.2 ' 


5.6 


25.1 


1866 


1799 


C24 H28 F2 N4 02 


443.2 


5.5 


24.9 
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1867 


1800 


C23 H25 F2 N5 02 


442.2 


9.4 


42.6 | 


1868 


1801 


C22 H26 F2 N4 02 


417.2 


6.5 


31.2 j 



[MM 1 8 6 9] 4- [ [N- (2-T3/-5- h!)7/^P>f;W/ 
19 10) 

5 4- [ [N- (2-ter t -1 Y^yl3)Vif^)VT % /) -5 - M)7^b 

y: h#v"<vyy/iO ^y^vu] 7-;y^f^] e^y^y (o. osommoi 

) % (0. 0 6 0mmol) % fc'-^y vV y^SM? }} 

(60mg) , T-feh^hy/U (0. 8mL) , *5J:tf* a njfc/W* (o 
. 5mL) CD^3^£6 Ottl 2B*M«#fLfc. &£P&, Varian™ SCX 
10 *7ACML, 5 0%^ d D*;W/^ /t- ( 1 OmL) teXtf* — 

(lOmL) T*Sfe#L7t 0 £$$?£2M NH 3 ©^^y-;V (5mL) ^fg-C^ffi 
U iBUft. a$IC4M HClOl, A-iy^r^y (2mL) 
SifiT-Wlt «4Stt. MTLCCi DSfHIU 4- [ [n- (2-75 
y - 5 - h i) 7)v-*ut h*~>^<>y4;u) w */)V\ r $ y y ^] - 1 - (4 

15 -7n^y^) f-<y^V (ft^SfHlO) Sr#fc (6. 5m gl 24 
%) . .«£f±R P L C/M S KT#*fc (9 6%) .ESI/MS m/ e 5 4 
5 (M + + H, C 23 H 26 B r F 3 N 4 0 3 ) 
\MW® 1870-1873] 

20 8 6 9©^l:^ot^lfc ( E S I /MSx-^ioJ:^S:^-XS©iR**5J:t>* 

S 45 



HJ6« 






ESI /MS m/e 


*Km (mg) 


UK* (%) 


1870 


.1911 


C23 H25 C12 F3 N4 03 


533 


10.6 


. 39.7 ; 


1871 


1912 


C23 H27 F3 N4 04 


481 


12.5 


52.0 


1872 


1913 


C25 H31 F3 N4 03 


493 


7.5 


30.5 


1873 


1914 


C24 H29 F3 N4 03 


479 


11.0 


46.0 



25 [^i£#J 1 8 7 4] 4 - [ [N- ( 2-7 $ / - 5 - h!J 7>>M-p t^jV^s^J 
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y\)is/i>-\ TXJt^/^ -1- (j<yX [d] -f 
b°^y ^ 2 18 6) <D&f& 

4- [ [N — (2- ( t e r t - /b^f^^^UT? / ) - 5 - h !y" 

n ^ 3vl^<y yV yU) ? V v'/U] 757> ?-/V] fc^ U ( 0 . 0 6 0 mm o 1 
5 ) % 1- (ter t-T'h^^yV^l') -6- (:/n ^ fvu) ^yX[d] 
(1 5. 6mg, 0. 0 50mmol), (t'^V v 5 ;^^) #y 
•Xf-l/>- (8 6mg s 0. 1 5mmo 1 ) s jo£Xfi7± b=- h 9 A* (2mL) <D& 
0°CX*3f$mW:WLtz. o MKItiMt* 7 *.->V4 V *sT (3 0m 

g) 3rAP;t> MTn^f^itU Var i an™ SCXAyAtMU 
10 -/V (5mL) ^oc*M (5mL) -CftfrL7c 0 «ft^2M NH,©^ 

(5mD mmx-mttiL, lit-fc, 

^tlTt^^^y-A- (lmL) (Cigft?U 4M HC 1 ©^^rfy (l 
mL) mm^U^, mM.X'-mmWLtz 0 Va r i an™ SCX*7A|lMU 
(5mL) io£W; on^yf»Lfeo »^2M NH 3 ©^ 
15 ^ / -/M£?&-eigffl U ^SeLfCc MTLC (Si0 2 , ^^^1-/^^7"^ 
= 3 : 1) (Ct«9 4- [ [N- (2-757-5-MJ7/i'tD/f/U'<y-/'fyi' 
) ^ !1 vvb] 7" $ / ^ 3-^1 - 1 - ("O-X [ d ] -f 5 /P- 5 --f /U) tf"? 

Mfc3-4W5-2 1 8 6) £#7t (1. 9m g, 7. 8%) 0 i&^tiRPLC 
/MSJd-CjRfefc (1 0 0%) „ ESI/MS m/e 4 8 9. 4 (M+4-H, C 
20 24 H 27 F 3 N 6 0 2 ) 

mmm 1 8 7 5 ] 4- [ en- (2-75^-4, 5-^7^p^<>yv/u 

) ^U^yl/J -1- (^y/ [c] f7i?7/^- 5--Y/i^) 

^y-^y {vc-smm^i 1 8 4) o^-jt 

5- (t Kndr^^vU) -O-y- [ c ] ^T^Ty'-yi- (8. 3m g. 0. 0 5 
25 Ommol), (t^!)yV/fyU) *!)7fyy (86mg) , iJi^DD* 

)Vh, (lmL) ^ ^yy.yP,1^yUy n J) K (0. 004 2 m L) £AP 

' 7L. "©^WifiT'l. 5H#r B W^L7c 0 Tirh-h!)yW (lmL) t 4 - [ 
C (N- (2- (ter t -7' h ^yU/K-yl'T $ / ) -4, 5 - 7 yU;t n ^< 

y-yV^) ^!)v-yu] T^y^fvK] t^y v^^fipx., io^^^^50°c 

30 T*3B#FpWif Lfc 0 MmzftWtk. 7x^Kyy7^h (3 0mg) £JjP;i, 

^fiT'l^Wt, Var i an™ SCXyJ7AI;MU y^/-yl- (5mL 



15 



25 
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) *5<fctf*Dn*,i^ ( 5mL ) X-mLtz. ±f$.®>tt2M NH 3 ©^;^ ( 
3mL) ^T'^ttlL, WtmLtz. H^^^dd^^ (i mL) im 
#U lM^nn f y ^ ^ y iZ7 1 M7 ^ y ^/K^^^ a n ^ ^ > (i m 
L) ^SrAB^fc. MT-5B^ti#^ Va r i a n™ SCX^y^AjftU 

^T^ffltfc, MTLC (Si0 2 , mm^JU/*?y-su=3 : i) ^J;^ 
§JU 4- [ [N- (2-T5/-4, 5-^y;Viru^^^,v) ^y~>,i/] T 
$/y^] -1- (-i>~/ [ c ] ^T^T^-/V-5— -OU) t°-iy^> 

(1. 3mg, 5. 5%) . »iRPLC/MSI:tt 
10 (100%) . ES I/MS m/e 4 7 5. 2 (M + + H, C 22 H 24 F 2 N 

6 o 2 s) 

C**«1 8 7 6] 4 — [ [N— (2-7$/-5-m7/^ay^^W 

) b°^y^> (Jb£m&±2 L85) gvA-rt 

4- [ [N— (2 - 7^ y - 5 - M) 7;^a^ f ^5i*7W] T 

"I" Cc] f7^7/^-5-^;l,) ^i).^ 

#J#^-2 18 5) Sr. ^f^5^*5j:t>'S^j^^ T ^ Ml 8 7 5©^,- 
^oT#^Lfc 0 7. 2mg, 2 8 %KJI^ .; E S I /M S m/e 5 0 7. 4 ( 
M + + H, C 23 H 2S F 3 N 6 0 2 S) 
20 [Miff 1 8 7 7] 4- UN- (2-7>/-5-hi)7^nyf^w 

-f/u) ^-y^H r$/^ ^] -i- (2-7;;-4-»pp^i 

y g£> (fc£-%)#-§- 19 19) (7>£>fifr 

4- [ [N- (2-7; 7-5- h y T 
S^5vk) fc°-<yv?> (0. 0 5 0mmo 1) , 4 - * d n - 2 V u^si? 
/U^ay K (0. 0 5 0mmo 1) , V *J ; y. y ( 6 Orag) 

, T-feh-hyyu (i. OraL) , *3J:tJt^Ba*/UA (0. 7mL) OS«««r 
SOtT-^Lfc. ft**, Variant SCXA^I^fL, 

(lOmL) fcilM*,-* (10mL) Ti5fc#Lfc 0 &J$* 
£2M NH 3 ©^y-yP (5mL) »«T?»ttJU ^Lfc 0 #6>;h,fc»3te3: 
(3mL) aO%^ 7 ^-^ (I5mg) fi^** 



30 
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. 4- [ [N — (2-75 /-5- b\) 7>\slru tf-JV^ls-Zst JU) Wi/jV] T 
xJt^J^] -1- t^Jl^y 
1919) *#/t (5. lmg, 14%) 0 *ffcgteR P L C/M S \CX*tbtz (9 
0%) „ ; >H NMR (4 0 0MHz , CDC 1 3 ) 8 1.09-1. 32 (m. 4H), 1.4 
5 l-1.59(m, 1H), 1.66(d, J = 12. 5 Hz, 2H), 1. 88 (t, J =11.5 Hz, 2H), 2.82(d, 
J = 11.5 Hz, 2H), 3. 17(t. J = 6.5 Hz, 2H), 3.42(s, 2H), 4.05(d, J = 3. 5 Hz, 
2H), 4.85(br s, 1H), 5. 92 (br s, 2H), 6. 25-6. 36 (m, 1H), 6. 55-6. 66 (m, 1H), 6 
.70(d, J = 8. 5 Hz, 1H), 6.85(d, J = 8. 5 Hz, 1H), 7.26(s, 1H), 7.42(d, J = 8 
.5 Hz, 1H), 7. 68(s, 1H);ESI/MS m/ e 4 9 8. 2 (M + + H, C 23 H 
10 2 7 C 1 F 3 N 5 0 2 ) 

mmm i878-i879j 

1 8 7 7OJMot^Lfc 0 ES l/MS7*-^*5±Ufai|*Xie©lRS*5j: 
15 & 46 







5H*t 


ESI /MS m/e 


»Rfi (mg) 


<%) 


1878 


1920 


C22 H26 CI F2 N5 02 


466.2 


3.5 


10.0 


1879 


1922 


C23 H27 CI F3 N5 03 


514.2 


1.2 


3.1 




Jl 8 8 0] 


4- [ [N- (2-T 


5 7-5 - h!)7/^D^fMy^ 



^jJ_vvw] 7^;^f^] -1- (^X [d] 
20 fcV<[J Uk£m&-%2 18 8) (O-a-fijc 

^JSfctfU 8 2 6<0*jfelJl«oT^Lt 1 - (3 -75 /-4-t Kn#s~<> 
vvU) -4- [ [N — (2- (ter t -:/ h *5o&/H(K=A'7 5 /) - 5 - Ml 
^f;l"<y/^ yu) ^Jlv-yU] T5/^fvu] t^llv^ (3 4. 8mg 
0. 0 6 0mmo I) ©THF (2m L) Hril> b*&W. b D -xf/P (0. 

25 0 3 3IT1L, 3. 33ft) 33 «£ t>* !) v>-7Ap- h/Vi^/Vjfc*— h (2mg 
, 0. 4 3*) Srlw^ ilifiET, -»#Lfc„ M£T*#£M&, »^«J*«»U 
fc. »3tE*»»^^H^»»U, BondElut™ S i # y AtC^ffi U Bfc®^ 
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&bil1t9l£&tm=- l 7-A' (I. 5mL) fcjg#U 4M HCl<Di?**y-> 
mm (0. 5m L) $rJjPx.fc 0 MT?-tt«#L&SL 5M NaOH*jg»fp 
HlOfcHttU ftHx^-CiWLfc, ttm«fc»«U ^TLC (S i0 2l 
g^^^yU/^^y-;U=4 : 1) tf»KLT4- [ [N- (2-TS/-5-H 
5 !)7;^D^;Ky/^^) ^Jli/yi/] 75 7^^] -l - ('OX [d] :* 
5— f*0 t^y^V (Mtt#f2188) 6mg, 
5%) „ tt&ttRPLC/MStCT***: (94%) . ESI/MS m/e 4 
90. 3 (M + + H, C 24 H 26 F 3 N 5 0 3 ) 

mmm lssi] 4- c [n- (2-t^/-4. s-v^M-p-^yW/u 

10 ) g_y_vvlj T%//3-JU] - 1 - (2-ahfry-2, 3-^fcRn-l. 3-^ 
IsX**W-jV-5-s(>V) bVy-^y (Mfetf 2 190) (D&tiL 

1- (3-7^-4-t Kndf--» -4- [ [N- (2- (ter t-X 
^;^'=;u7^y) -4, S-v^/M-a^^y-Yyu) i/'Jv'/l/] 7?/7f/i/ 
] (22mg, 0. 0 4 Ommo 1) , NaHC0 3 (0. 04 Ommo 

15 1) x 7k (0. 7mL) x *3«tt>'>^y-/W (l.'5mL) <0&&bi£ % ^nnjg 
(0. 0 4 0mL) SrADX. EST' 3 R$P B 1Ji# L/c„ 1M NaOHg 
m (0. 0 4 0mL) SrjJDx., $ ^{c 1 . 5BMIIlft#tfcf|. ftSfc^/l'-CttlttJ L 
, ttffi^$rM^tfc. S-MzmML. Var i an™ SCX*7A|: 

£ffifU *9J—)V (5mLX2) TifcfrLfc, M$r2M NH 3 <^*y-7U 

20 (5 mL) mmX°mmL, mffi Ltz. 0 UbHtcmZlz, 1M ?nnM)^/W> 
y^tlM y = ;sUW?un*#y (2mL) ^^*Dxfc 0 ^fiT'2B#P B 1 

«#u mm&s m&&**;~-MmMu v a r i an ™ scx*7ai;m 

U fitS—fr (5mLX2) T*^tfc 0 £fiJc#ltr2M NH 3 <D* * S—sU (5 
mL) «Hft-p*ttlt» ftlSLfc. #EtTLC (S i0 2 , RfcacfvU/* * 
25 5:2) \cX<OmmL, 4- [ [N — (2-75Z-4, 5-^7/M-D^>/^ 
7U) ^y->/U] T$/^^/U] -1- (2-^-^y-2, 3-^tKn-l, 3- 
^y^y-^- 5 t °^y (ft^«**2 19 0) £#fc (4. 1 

mg. 2 2%) 0 «gliRPLC/MSCt*ftfc (10 0%) ;ESI/MS 
m/e 4 74. 2 (M+ + H. C 23 H 25 F 2 N 5 0 4 ) 

30 mmm 1 8 8 2 - 1 8 8 4 ] 
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1 8 8 KDjjmz'&oT&ffcLtz 1 9 2 t 2 1 9 3 0^*Ktt, * 

POUi^x^/KO^^^^DD^ji^s^USrffl^fc) . ESl/MSf 

^ 47 

5 









ESI/MS m/e 


<mg) 


JR* (%) 


1882 


2191 


C24 H26 F3 N5 04 


506.3 


3.1 


10 


1883 


2192 


C23 H25 F2 N5 03 S 


490.2 


6.9 


35 


1884 


2193 


C24 H26 F3 N5 03 S 


522.2 


3.6 


11 j 



3 6 ] 4- [ [N— (1- (9 h tcfX/Utf-SU) if 

io l- (g-y^i/^/Mh*^*^^) -4- (^y^ur?/^^) 

t^y^ (1 Ommo 1 ) CODMF (6 5mL) ffiftt^ gftgfe (0. 3 

mL) N F- 0 T± h V (1. 9 2gK *5±tf4-*yW 

5^-3- h^v^sr^^WfvU) -jtfy*^U-> (lmmol/g, 
2 0 0 g) SrAPx, 2f$P B Hgi: p U ^i§L^„ *Hg***,>-yK DMF, 

15 nn^v. £>J;0\ / * / -/WT'ifcfr U $ti& LX SW^tlSf £#fco 

[HWI1 8 8 5- 2 00 0] 4-7 5 /^9vH:°^y ^yjlDitiM 
fflSf 5*^^Bfe (1 • 6mrao 1 ) , HBTU (l . 6mmo 1 ) , fciV 
DMF (6mL) oa^HMc^ VZfv tf^xf^75 ^ (3. 6mmol) £AP 
x., 2^1tg<b 9 Lfc 0 4- [ [N- (1- (9-7^W-;Mh^-v'^= 

20 /u) ^!Ji/y-4-'fyMf/i') j&yu^^vi'/^vi/l r^^f^] -3-^ 
\>*i/-7=.=-v**s y (0. 4mmol) SrADx., lH#P«1tgi: 

#b*l7t*»TJ!§ (0. 0 5mmo 1 ) N a B H (OAc) 3 (0. 2 5mmo 1 
) % ffik (0. 0 2 5mmol) , DMFO^^APx, $fetCffi^-rS 

25 7;ur b K (2. 5mmo 1) £})P;iT 2ttfMW.b igi®U ^^y-/K l 
0 % i^-f y / d h";l/x f ;V7 $ y (D D M F ^S, DMF. <J9uut#y, *3,tt>* 
/KCTifc^LfCo r©tfJ}gi:7K (0. 0 5 0mL) % *3 J:tf h D y^-a 
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mm (o. 9 5mD (Dm&yo&immMt ? u at$u wjesr^ao^^^ 

M SCX^7A|cMU y*y-/W (1 5mL) fctttifrLfc. ±f$.®)Z2M 
NH 3 ©^/^ (5mL) *ttt-C*ffiL, &g-?ife;fttf, ^TL 

CSfcflHPLCICi^JtMU B#J^£#fc 0 ESI/MSr-;?, ©ft, *3«fc 

m 48 









ESI /MS m/e 


(mg) 


; W {%) 


1885 


1923 


C23 H25 Br F3 N3 02 S 


544 


15.7 


87 i 


1886 


1924 


C24 H28 F3 N3 03 S 


496 


14.6 


89 


1887 


1925 


C23 H25 F4 N3 02 S 


484 


11.7 


73 


1888 


1926 


C23 H24 F5 N3 02 S 


502 


13.9 


84 


1889 


1927 


C23 H26 F3 N3 03 S 


482 


10.7 


67 


1890 


1928 


C24 H26 F3 N3 04 S 


510 


14.3 


85 


1891 


1929 


C26 H30 F3 N3 02 S 


506 


14.7 


88 


1892 


1930 


C24 H28 F3 N3 02 S2 


512 


14.4 


85 


1893 


1931 


C25 H30 F3 N3 02 S 


494 


14.3 


88 


1894 


1932 


C25 H28 F3 N3 03 S 


509 


7.1* 


35 


1895 


1933 


C25 H30 F3 N3 02 S 


494 


14.3 


88 


1896 


1934 


C26 H32 F3 N3 02 S 


509 


14.4 


86 


1897 


1935 


C23 H25 F3 N4 04 S 


511 


14.9 


88 


1898 


1936 


C24 H28 F3 N3 02 S 


480 


13.3 


84 


1899 


1937 


C26 H32 F3 N3 02 S 


509 


11.1 


66 


1900 


1938 


C23 H27 Br2 N3 02 


538 


5.3* 


25 


1901 


1939 


C24 H30 Br N3 03 


488 


5.0* 


25 


1902 


1940 


C23 H27 Br F N3 02 


476 


4.9* 


25 


1903 


1941 


C23 H26 Br F2 N3 02 


494 


6.1* 


30 


1904 


1942 


C23 H28 Br N3 03 


474 


1.7* 


9 


1905 


1943 


C24 H28 Br N3 04 


502 


6.6* 


32 


1906 


1944 


C26 H32 Br N3 02 


498 


7.0* 


35 


1907 


1945 


C24 H30 Br N3 02 S 


504 


11.1 


67 


1908 


1946 


C25 H32 Br N3 02 


488 


3.2* 


16 


1909 


1947 


C25 H30 Br N3 03 


500 


5.7 


35 


1910 


1948 


C25 H32 Br N3 02 


486 


4.9* 


25 


1911 


1949 


C26 H34 Br N3 02 


500 


6.7* 


33 
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1912 


1950 


C23 H27 Br N4 04 


503 


5.0* 


25 


1913 


1951 


C24 H30 Br N3 02 


472 


5.1* 


26 J 


1914 


1952 


C22 H24 Br2 F N3 02 


542 


14.9 


83 


1915 


1953 


C23 H27 Br F N3 03 


492 


13.9 


86 


1916 


1954 


C22 H24 Br F2 N3 02 


480 


12.5 


79 


1917 


1955 


C22 H23 Br F3 N3 02 


498 


13.2 


80 


1918 


1956 


C22 H25 Br F N3 03 


478 


7.0 


44 | 


1919 


1957 


C23 H25 Br F N3 04 


506 


4.0* 


20 j 


1920 


1958 


C25 H29 Br F N3 02 


502 


14.6 


88 


1921 


1959 


C23 H27 Br F N3 02 S 


508 


13.1 


78 


1922 


1960 


C24 H29 Br F N3 02 


490 


13.8 


85 


1923 


1961 


C24 H27 Br F N3 03 


504 


2.7* 


13 


1924 


1962 


C24 H29 Br F N3 02 


490 


12.7 


78 


1925 


1963 


C25 H31 Br F N3 02 


504 


13.5 


81 


1926 


1964 


C22 H24 Br F N4 04 


507 


14.8 


88 


1927 


1965 


C23 H27 Br F N3 02 


476 


12.1 


77 


1928 


1966 


C25 H31 Br F N3 02 


504 


13.4 


80 


1929 


1967 


C22 H26 Br F N4 02 


477 


4.7* 


20 


1930 


1968 


C23 H29 F N4 03 


429 


6.9* 


32 


1931 


1969 


C22 H27 F N4 03 


415 


3.7* 


17 


1932 


1970 


C23 H27 F N4 04 


443 


5.4* 


24 


1933 


1971 


C25 H31 F N4 02 


439 


4.3* 


20 


1934 


1972 


C23 H29 F N4 02 S 


445 


6.2* 


28 


1935 


1973 


C24 H31 F N4 02 


427 


6.3* 


29 


1936 


1974 


C24 H31 F N4 02 


427 


4.9* 


23 


1937 


1975 


C22 H26 F N5 04 


444 


5.9* 


27 


1938 


1976 


C23 H29 F N4 02 


413 


6.7* | 


32 


1939 


1977 


C23 H26 F N5 02 


424 


5.1* 


24 


1940 


1978 


C25 H33 F N4 02 


441 


6.3* ! 


29 


1941 


1979 


C25 H30 F2 N4 02 


457 


8.0* 


35 


1942 


1980 


C24 H28 F2 N4 03 


459 


. 6.0* 


26 


1943 


1981 


C22 H25 F2 N5 04 


462 


9.3* 


41 i 


1944 


1982 


C23 H25 F2 N5 02 


442 


6.0* 


27 


1945 


1983 


C25 H32 F2 N4 02 


459 


8.3* ; 


37 


1946 


1984 


C22 H26 Br I N4 02 


585 


9.7* 


36 


1947 


1985 


C23 H29 I N4 03 


537 


9.2* 


36 


1948 


1986 


C22 H27 I N4 03 


523 


5.8* 


23 


1949 


1987 


C23 H27 I N4 04 


551 


8.2* 


32 


1950 


1988 


C25. H31 I N4 02 


547 


6.7* 


26 
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1 QC1 


1 1 QOQ 

±y oy 


C23 H29 I N4 02 S 


553 


6.4* 


25 


± 7n>£ 


1QQA 

±yy u 


H31 I N4 02 


535 


7.2* 


29 




±yy x 


C24 H29 I N4 03 


549 


5.6* 


22 j 


1 y 04 


iyy^ 


C2 4 H31 I N4 02 


535 


6.2* 


25 


x y oo 


iy yj 


C22 H26 I N5 04 


552 


10.2* 


40 


i y od 


iyy4 


C23 H29 I N4 02 


521 


7.5* 


30 


±yo / 


1 G G C 

iyyo 


C23 H26 I N5 02 


532 


6.8* 


27 


J. y o o 


1996 


C25 H33 I N4 02 


549 


7.1* 


28 


TOCO 

iy oy 


1997 


C25 H33 I N4 02 


549 


3.0* 


12 


I960 


1998 


C22 H25 Br CI N3 02 


478 


7.6* 


39 


1961 


1999 


C23 H28 CI N3 03 


430 


7.0* 


39 


1962 


2000 


C22 H25 CI F N3 02 


418 


14.1 


102 


1963 


2001 


C22 H26 CI N3 03 


416 


6.3* 


36 


1964 


2002 


C23 H26 CI N3 04 


444 


7.1* 


39 


1965 


2003 


C25 H30 CI N3 02 


440 


15.3 


105 


1966 


2004 


C23 H28 CI N3 02 S 


446 


8.4* 


45 


1967 


2005 


C24 H30 CI N3 02 


428 


7.4* 


41 


1968 


2006 


C24 H30 CI N3 02 


428 


13.8 


98 


1969 


2007 


C22 H25 CI N4 04 


445 


16.0 


109 


1970 


2008 


C23 H28 CI N3 02 


414 


14.1 


103 


1971 


2009 


C23 H25 CI N4 02 


425 


14.8 


106 


1972 


2010 


C25 H32 CI N3 02 


• 442 


14.5 


99 


1973 


2011 


C25 H32 CI N3 02 


442 


14.5 


99 | 


1974 


2012 


C22 H24 Br2 CI N3 02 


558 


12.8* 


58 


1975 


2013 


C23 H27 Br Cl N3 03 


508 


8.6* 


42 \ 


1976 


2014 


C22 H25 Br Cl N3 03 


494 


6.0* 


30 


1977 


2015 


C23 H25 Br Cl N3 04 


522 


8.4* 


40 


1978 


2016 


C25 H29 Br Cl N3 02 


518 


17.6 


103 


1979 


2017 


C23 H27 Br Cl N3 02 S 


524 


17.1 


99 


1980 


2018 


C24 H29 Br Cl N3 02 


506 


14.7 


88 


1981 


2019 


C24 H27 Br Cl N3 03 


520 


8.0* 


38 


1982 


2020 


C24 H29 Br Cl N3 02 


506 


14.7 | 


88 


1983 


2021 


C22 H24 Br Cl N4 04 


523 ! 


12.0* 


57 


1984 


2022 




A ft O 

4 y^ 


8 . 5* 


42 


1985 


2023 


C23 H24 Br Cl N4 02 


503 


6.3* 


31 


1986 


2024 


C25 H31 Br Cl N3 02 


520 


9.6* 


46 


1987 


2025 


C25 H31 Br Cl N3 02 


520 


15.0 


87 


1988 


2026 


C22 H23 Br Cl F2 N3 02 


514 


15.8 


93 


1989 


2027 


C22 H26 Br2 N4 02 


537 


10.7* 


42 
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1990 


2028 


C23 H29 Br N4 03 


489 


8.5* 


36 


1991 


2029 


C22 H27 Br N4 03 


475 


7.5* 


32 


1992 


2030 


C23 H27 Br N4 04 


503 


6.8* 


28 


1993 


2031 


C25 H31 Br N4 02 


499 


6.2* 


26 


1994 


2032 


C24 H29 Br N4 03 


501 


8.9* 


37 


1995 


2033 


C24 H31 Br N4 02 


487 


9.1* 


39 


1996 


2034 


C22 H26 Br N5 04 


504 


6.4* 


26 


1997 


2035 


C23 H29 Br N4 02 


473 


6.5* 


28 


1998 


2036 


C23 H26 Br N5 02 


484 


6.3* 


27 j 


1999 


2037 


C25 H33 Br N4 02 


501 


5.4* 


22 


2000 


2038 


C22 H25 Br F2 N4 02 


495 


5.4* 


23 



immrn 2001] 1- o-^/w^^i^o-^/u) -4- c [n- o-h 
y * ^jv) ?y vvw] 7-;;^ ?viq t^y ^> 

5 f9 24) (D-j^fifc 

EDCI (10. 7mg) , -1 -t h V T*S—lV • 7kfP#) (7 . 

5mg) % MJxf;V7^y (15. 4mg) , 0. 5M NHaOmt^S 
(0. lmL, 0. 05mmo 1) , joit^DMF (0. 5mL) £\ 1 - (3- 
j]jVTS3rZ"<l/^/J ;l>) -A- [ [N- ( 3 - b ]) ~7/\s#a t f/U) ■*<>"•/ <i )V) 
10 ^y^] T^y^fM kXUi/y (19. 4mg, 0. 041mmol) 

BD*WiS» (2. 5mL) CO^jglC^Px., 2 5°CT*2 Om^Mt 0 U 2M 
NaOH7k»SK (2 x 2mL) (lmL) (rTiftfr Ltz a PTFE§7 

jfr#-iz-£z>ww&. ®m&mmT\zm&\^ 1- o-^w-^^u^v?^ 

) -4- C [N— (3-HJ7^tn^f;v) ^v'VaO 7^^f 

15 ao e^y^v ab^#^-9 24) ^ne^oia^i L-c^fc (17. 9m g , 

9 2%) 0 «liRPLC/MSl:t»fc (8 9%) . ES I/MS m/ e 
44 7. 3 (M+ + H, C 24 H 27 F 3 N 4 0 3 ) 

mmm 2002] 1- (4-^^^^;^^-^) -a- c [n- o-h 

20 f9 2 5) O-frfifc 

9 2 5fi, »JS-T5ISfl-*5J:VRjS»JS:ffl^-C^lfe«2 0 0 1 O^fcfe 
f-&oT£-|5jcL/c 0 14. 2m g, 7 2% »RPLC/MSI:t*i6fc (8 



i 
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6%) o ESI/MS m/e 44 7 (M + + H, C 24 H 27 F 3 N 4 0 3 ) 
IMMffl 2 0 0 3] 1- (4-Tg -4- [ [N- (3-b!77yU 

6) <D£f& 

5 1- (4--FD^y-^) -4- [ [N— (3 - h y 7jU*xif?-A,) -Or/ 
-Y/V) /Il'/A'] 75/>f*] t^yv?y (2 2. 4mg, 0. 0 4 7 mm o 1 
) (Dil$;-,v (3mL) 2 5tl£*5Vvt\ 5%/<7^i>iS!* (10m 

£U (5mL) -Cjfci^Ufc. a§«2<t»T, WMt 5 - K H 9 , 

10 1- -4- [ [N- (3-h!J7^D^f;|/) -<>yV 

Ltifc (2 0. lmg, 9 6%) . M&ttR P L C/M S teT#«>fc (9 9%) 
„ ESI/MS m/e 4 4 9. 1 (M + + H, C 23 H 27 F 3 N 4 0 2 ) 
[HJfe0ij2 0 0 4-2 0 0 5] 
15 fc£4fe**5 17^518^ *^n#«i"5lil»iSJ:W®&*ltfflV^, ^ 
$I#|2 0 0 3©#&(Ct£oT-&f&L/t. E S I /MS 7*—* 48 J:lf*j*ieoiR« 
*5,fctf»£3?4 9K*<t«>7c e 

S 49 







#^5£ 


ESI/MS m/e 


flXft (rag) 


IX* (%) 


2004 


517 


C23 H27 F3 N4 02 


449 


26.5 


78 


2005 


518 


C23 H27 F3 N4 02 


449 


25.3 


71 



20 

[^SS0iJ 2 0 0 6] l- [4- (^^;U7$y) ^O-yvl/J -4- f TN- 

jb^#^5 1 9) D^fife 

EDCI (4. 7mg) , 1 - t K o df- v"<V/ h y • 7k?P^J ( 3 . 3 

25 mg) % M/ a^/VT 5 > (2. 5mg) , *5«fc tfgcJMHB (3. Omg) 1 
- (4-7^^/U) -4- [ [N- (3- h y 7/M-ny.^vU) ^O/^yU 
) ^yS/7l/J 7?7^f^] t°^y^> (l 0. lmg, 0. 0 2 3mmo 1) <D 
n D ^ * ^jgffi ( 2 . 5 m L) lCjjP;L 2 5 °CT? 1 6 mfflMt 0 L1t a Rfofe 
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^ft*2M NaOH*»« (2mLX2) i&ifc-K (lmL) fcTft^LfcH, 

r*lfc#ttTLC (Si0 2N 10%^y^/-^DP^y) 
TflfKU 1- [4- flsTSS) 'ZfitA'] -4- [ [N- (3-MJ 

5 19) LXntc (4. 6mg, 3 6%) „ M&teR P L C/M 

S(-T#i6fc: (9 9%) „ ESI/MS m/e 5 5 3. 2 (M + + H, C 30 H 3 
iF 3 N 4 0 3 ) 

mmm 2007] 1- [4- (e o ^ij vVtj/w^u) ^y^u] -4 - c r 

10 N- (3- (h!)7/^n^fyu) ^VVV/U) 9y*yiV\ faf^D 
(jfr£^#^l 5 7 2) 
fc^D^V (0. 0 4 8mg) % *MV7* t'jUX/Vtf^ % K (0. 4 5mm 
ol) ODMF« (0. 1 5mL) , 1 - t Ko ^^y* h 7/-;^tt 
(0. 4 5mmol) ©DMF^ffi?:, 1- (4 -tf/W^^i'v^) -4- [ 
15 [N— (3-h!)7;V*D^f;w) -^^y^/u) T^Stf-jU] tf^y 

(0. 0 4 0mmol) CQDMF (1. OmL) SHfcKJjnx., 1 7 

Var ian™ S C X7J 9 Afd^^f U ^n*M/>^;^u=i 
: 1 (5mL) joitfy^y-^ (5mL) fcXlfoftLlt. »^2M NH 3 © 

y *y-A- (5mD mmx't&Mu mm^xi - [4- (t°-<y 

20 ) ^y-^] -4- [ [N- (3- (M)7Atn^f;l/) ^^yV/1') tTVi/A* 
] 7$y^^V] txy-yy W#fl 5 7 2) m (14. 3mg, 6 6 
%) . »RPLC/MS!;X*S!)fc (9 9%) 0 ESI /MS m/e 5 4 
5 (M + + H, C 29 H 35 F 3 N 4 0 3 ) 
LMMM 2008-2015] 

25 **Weffl^5^*Sr, ZhZft1$fo^%WMte£UBLfom*m^xmm<\2 
0 0 7<D%miZ.&iX&i$.Ltc o ES I/MS^-*fcitfft|*Ig©l|3tfM8 < J:tf 
1R^^5 Oi^ttbtCo 

3!* 50 









ESI /MS m/e 


IRS- (mg) 


IX* (%) | 
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3 6 0 



2008 


j. j / j 


f«01 UO O T-i -> vt A ✓Nil 


583 


17.6 


76 


2009 




t>oi Hjj N4 03 


567 


18. 8 


83 


2010 


1575 


C30 H30 CI F3 N4 03 


587 


3.2 


i a i 


2011 


1576 


C28 H33 F3 N4 04 


547 


21.1 


97 


2012 


1577 


C26 H31 F3 N4 04 


521 


5.1 


24 


2013 


1578 


C31 H33 F3 N4 03 


567 


16.9 


75 


2014 


1579 


C31 H33 F3 N4 03 


567 


6.0 


26 


2015 


1580 


C29 H35 F3 N4 03 


545 


15.1 


69 



immm 2 0 1 6 ] 1 - [4 - (?u**,u*;u) -4- r tn- ( 

3- (h!)7;^p ^f;P) ^^AQu) rVisju] Tgyy^vi/] fcVgij^g) 

5 1- (4 -#yPtff >vvu) -4- [ [N- ( 3 - h <) y ?vp) 

>S4 >V) ? » W] T % / y *f->V\ txp-^y ( 2 4 0 m g ) km&*~/U ( 
lmL) ©ft*«fcSiTl 2Bfflfl«#Lfc«, *#©£fls^tf-=yu*«EETfc» 
£{c<fc 19, 1- [4- (^PD7tyv?;H ^>vvu] -4- [ [n- ( 
3- (MJ ^/M-ny^vP) /<y^ ; v) T 5 y y ^P/K) 

[£lfc«2 0 17] 1- [4- [N— (2-y hfrv^c^yu) fl^j^rt/j g 
-4- f T N- (3- (HJ7^P^f;H ^yVyU) ^'J^l r 
§ y y gvl/j fcf^ Vjsy 16 12) cQ^-Bfe 

1- [4- (^dd*;U5;U) -4- [ [N- (3- tVy**** 

15 *vP) -<^^/U) ^yvvu] 7^;/>^] (0. 04 2mmo 1) 

, 2-y h^r^^T$> (3. 8m g, 0. 0 5 0mm o 1 ) , txyi?y> 
9vM?y*5^>- (46mg) , feilf^pp^y (1. 5mL) og ^j. 
MX*17mmmWLtz a * (0. 0 2 0mL) fi^3 0JHt«iLfc 

y ^/-/U (lmL) £AD;L, jBg>4fefrVa r i a n™ SCX^yAtML 
20 , y^-y-,1. (lOmL) (CT*frLfc 0 2M NH 3 ©^y-;« 

^ttlU WBi-S^tJciO, 1- [4- [N— (2-n^xf;H 
^-f/U] ^vvl/J - 4- [ [N— (3- (h!)7y^pyf;H ^>y^P) ^ 
y->^] T?yy^yu] tvy-^y (ft^Sfl6l2) (26. 7mg 

. 10 0%) 0 PLC/MSfcT#i& tz (9 2%) . ESI/MS m/ 
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e 5 3 5. 2 (M + + H, C 2 7 H 3 3 F 3 N 4 0 4 ) 
[2SJfi0>J2 0 1 8-2 0 2 0] 

31 51 



mmm 






ESI /MS m/e 


JKft (mg) 


&m (%) 1 


2018 


1610 


C31 H30 F6 N4 03 


621.2 


4.4 


14 


2019 


1611 


C30 H29 C12 F3 N4 03 


621.2 


35.7 




2020 


1613 


C32 H35 F3 N4 03 


581.2 


29.9 





[»2 0 2 1] 4- [N— [5-y'g^-2- U^vUT^y) ^>"yV/P 

10 ] ^y^ki 7 $. / 1- f^y^ (te£-4fr#-§- 

1 4 2 7) (O-^-rSc 

4- [N- ^ y */>V] 7 5 S t^/U-l 

- t^y^y (ft^«#^1 0 4 2) (5 0mg, 0. 1 

Ommo 1 ) (D^Jl-hmmY 'J ifA- (6. 5mL) 1 5 O^T'l 7H$FnW 

15 #Lfc„ «SU^«t9flfe@flcSr#fco r©Hfe@^©^^/-^ (3mL) 

, TK^-ft^^^^M) (7. 6m g> 0. 2mmo 1) lfit*14l$ 

ismwfiLfc. n<btiti&&itm£iS'?ou/? ^^mmL. mmziM neoh 
7k^?s (2mu u k 2 co 3 t«i, &*§ 

Lfc 0 A7A^yK77^- (Si0 2 , 2 0%>^/-;l//^OB3t?;UA) 
20 iotflU 4- [N— [5-7*0^-2- -Ov^A-] 

v-/U] 7§;^f/V-l- ^y-^ (ft^iS^-14 2 

7) (4 0mg N 8 0%) . MllRPlC/MSHttfcfc (10 0%) 

o ESI/MS m/e 5 0 5 (M + + H, C 2 3 H 28 B r C 1 F 6 N 4 0 2 ) 

mmm 2022] 4- [n- [5-70^-2- (v^^ts/) -<>yv 

25 ao g y v^yu] 7;/^ f-jv- 1 - ( 4 - £ p p^y^) 

#1 4 2 8) 

f7 J -Mmik*Vm-r Y V "7 A (2 6mg, 0. 4 2mmo 1 ) <bg^g| (1 4 L 



J 



10 
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) ^ 4 - [N— (2-75/- 5 -^^/^) ^y^] T%J ^^ 
-1- fcV<y^ (^«jffl 0 4 2) (6 7mg, 0 

. Mmmol), 3 7%*W/^tK*»« (0. 112mL, 1. 4mm 
ol) , Ttb^hV* (2mL) , *JW*y-* (1 . 5mL) oft ^ te 
**, 5 0tJT3 0lMBWLfc«, l M NaOH*»i^pn^> 
£An*fc 0 *|*»|U IfMtK.CO.tti, »« Lfc- 
YF/57 ^ (Si 0 2 , 2 0%^y-^/ fti xf;u) fci9»»u 4- [ 

-1- t^y^y (ft*M*1 4 2 8) (60m 

g> 8 2%) , «IttRPLC/MStt*ftt (100%) „ ESI/MS m 
/e 5 2 3 (M+ + H, C 24 H 30 B r C 1 F 6 N 4 O z ) 
[XM2 0 2 3] 4- [ [N— rs-^-g- L*±£*±*~^ f 

> (jbj^gg: i58i) <d&& 

4 — [ [N— [2-7;/-5-^D^^ u] ^y^] 75/^] 
-l-;(4^nn^) t^y^ (25mg, 0. 05mmo 1) , 
^ W ^ Dy K <©• 004 5mL) % hy^/UT'j, (0. 0 2 6mL 
) , *JiOt^ BB ^^> (2mL) (DA^^fit*! 7B*M««!Lfc. SJSfi 
^7A^pt^77^ (SiO.) -CUMIIU Va ri.n™ SCX* 
7Afc**U (5mL) fcTifcfrUfc. 0 . 1M HC 1 

<D*fi*/-A> (5mL) »»-C*lilL, I1UT4- [ [N — [ 5 -7b^- 2 - 
U)^>/Y *J ^ y ^W] 7 5 J * - i _ ( 4 _ 

finu^SA,) b^y^ (ft^l5 8l) mtz (5. 4mg, 19% 
). ESI/MS m /e 5 7 3. 0 (M + + H x C 23 H 28 B r C 1 N 4 0 4 S) 
25 [It«2 0 2 4] 4- [ fN— fS-^-S- f^,,,,,,^-,,. 
) ZAZ) *^S4AA m^] 7U^ -i- 

e^jj 2>iM^tmm± 1532) 

1- -4- [ [N— [2-7?y- 5 -7n^>^ 

A,] y!)^] 75/>f*] fc^y^ (57mg, 0. l 0mmo l) , 
fX**-*' "9 K (0. OlSmL, 0. 0 2 4mL) , M^?vU7 5> ( 
0. 0 6 8mL) jSkXfi/fnuJfy ( 2 m L) 



15 



20 



30 
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LfCo 1M NaOHTk^® (lmL) x/^ua/^y (2mLX3) (d 

h^77>f- (Si0 2 ) ICkVmML. 4- [ [N— [5-yn^-2- (f* ( 
^^^./u^-yu-) 7 5/) ^vy^yu) ^!)^] - l- (4- 

5 ^d^-^) ^y-^y (Mfe#fl 5 8 2) £#/c (40mg, 62%) 
, ESI/MS m/e 651 (M + + H % C 24 H 30 B r C 1 N 4 0 6 S 2 ) 

mmm 20253 afrfei- -1-/^-4- [ c 

10 4- [ [N- [3-MJ7/^n>f;V) ^'/^f/U) ^JJivU] 7 $ / /?VU 
] t°^U (3 Omg N 0. 0 8 7mmo 1 ) ©7t h = h Jl/U (1. OmL) 
9ti&k (K'^V it/ t^M ifs\)^VV (80mg, 2. ?mmol«I/g| 
JIB) U K (11. 7mg, 0. 0 7 3mmo 1 ) CD^ 

on*W (1. OmL) ^?gtcAnx % 6 0 tT* 2 Bf Lfc, 7i^y-> 

15 7^-h , (l0. 4m g, 0. 087mmol) LfcRj£ffi£-*a 
fcJlO*., 2 5XlX'imffl%tWLfz'&, Var ian™ S CXa^Afcfcfflf U ;>< * 
y—jV (2 OmL) t-T^LfCo ^SM^s 2M NH 3 C0p< * / -yU (6mL) 

*»-C*ttlU iiLtsrirti^ 1- -4- [ [N 

- [3-MJ7/Utn^f;V) ^jAf/P) Ws)V\ 75/^f/U] f^y^V 
20 LT#7t 0 

H^-ffc^^yU- (28mg, 0. 20mmo 1) £1- (4-?DP'<y^) - 
4- [ [N— [3 - h JJ 7yM-o/^yW) ^y/-f;u) ^y^/V] 7?7^f^] 

e^y i?yw7t h yyb (2. omD **fc*p*./r©R(Sfi-fr4fc*7ot; 

25 l-^yU-4- [ [N- (3- (h^/utD^fyi') ^vy-fyu) yy^/u] 
7 e-?y v?-l7A^Hfeto^i LT#7c (31. 7m g, 71%) 

0 MSfiR P LC/MSfcT#i&;fc (9 9%) o ESI /MS m/e 4 8 2. 

1 (M + + H, C 24 H 28 C 1 F 3 N 3 0 2 ) 

\MWfr\ 2 0 2 6] 1- (4-^PP^y-^) -4- [N-^yV-N- [N 
30 - (3- ( h y ^yu^-n/f-yu) ^^/^yW) ^jl^/V] T % J t *f-iV\ b"-<y^ 
V (jfrj^#jL5 2 0) (P-&fiE 



10 



15 



20 



25 



30 
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*M7;VftK«i(l0 8m gl 1. 3 3mmol, 3 7 w t %) £ 1 - 
- 4 _ (7 5y^;i,) e^yjjy (3 18mg, 1. 3 
3mmoI) <b N a BH 3 CN (668mg) CD 1 0 * / -/u (3mL) 

®m\Cfi\}Z-, 2 5 °CT- 1 mfflHtWLtc, SM^Dowex™ 50Wx2*7 
A (lOmL) fcfcffifU (20mL) CTj^Lfc, 2M 

NH 3 <7>^/-yU (6mL) Jgirej&tH U igfcSLTl- 
) -4- [ MfvUT?/) tXi)^ y5 .«t^ itftiLm 

EDCI (8 5mg) % 1-t Kn#->^/h!)7/-/U.« (60mg 
) 1- _4_ [ (^,u T$/ ) ^^ u] 

(1 1 lmg, 0. 44mraol) O^DD^y (4ml) ^?K(rA0x, 2 5 
"C-Cf 1 «r|BIJWMI, 2M NaOH(2mLX2) Lfc. PTFEg 

|: ^iU 1- (4 n D^V^yU) -4- [N-^^/U-N- [N- (3- 

^5 2 0) *n&&mtf;ftk LX&tz (14. Omg, 3. 4%) . MSfiR 
PLC/MSICT#«>fc (9 9%) 0 ES I/MS m/e 48 2. 1 (M + + H 
, C 24 H 27 C I F 3 N 3 0 2 ) 
[##0iJ 3 7 ] 3 -T $ I y i?><D&rft. 

DL-a-7^-£-*7 P D7^^A (2 gs 16 mm o I) ©THF (70 
mL)::*«fc:, 1M BH 3 -THF»« (80ml) £AD^, 3 NfR)« Ufc 0 2 
Mifcil (5 0ml) &flD*, Rfc&S&fclBSWJlDfU SBfcU ^|2 5tW 
^Lfco.KJStl£4M NaOHMlrMtT^Dtt.tL (pHIO) , gftft 

(2 0 0mLX3) T'ttWLfc. *«Mi«r*to*, IMUNsHCO,*^ 
U ftft (MgSOJ , ftflft- 5^i:{ci"9, mm&mz (9 9 0mg, 5 4% 

[##fe8.]; 3-T^/-l- (4-^pp/<^h ^^y^^^Bfe 
3-7^*^tXyi;y (i. 7 1 g N 1 5mmo 1) ©T*h=MA' (4 
5mL) 8«fc' % p-?nD^^D!)F(463m g> 2. 9mmol) £ 
K 2 C0 3 (8 2 8 g, 6mmol) £ADx.> 7 0 °CT* 9 B#F H lj!tng^# Lfc. 2 5°C 

k#*pu msLxn&mft&wz. »*&h 2 o tsmi) tBii^/u ( 50m 
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L) .©ffllC#KU ttlfccfvl/ ('5 0raLX2) X'ttffitfc 0 tiS*^H:Tft 
i&TK (2 0mL) -Cgfc^U ftjft (MgS0 4 ) N «§Lfc. #bttfc^fejft^Sr 
^7^77^ (Si0 2 , 5-2 Oyo^y-ylVv^ n u ^ ^ VfcJiBigffi) 
|CT*8£iU B^^HfeJft^iLT^fc (6 3 9mg N 9 3%) . 
5 2 0 2 7] 1- -3 - [ 

Z ^ I ] ^ y Uk&Vom^- 9 9 4) -q- fife 
3-7 5/- 1- 1°-< l» (24mg, 0. 10 

mmol) ioi.XlA-^<^^^ jV-f^-,vm. (1. 2 SS) (D^nn^A (lmL 
) (Omm^ EDCI (2 3mg) , HO B t (16. 2mg) , *3«fctf M ic?- 
10 ;UT* y (1 5. 2 m L) ^^p^, 2 5^^ 1 6B#F^ffi^Lfc 0 ^©RfSg^ft^ 
^an^*^ (o. 5mL) (^T^U PTFEgl^fflU SiLTl- 
(4-^ nn-oa/U) -3- [ (4 — - <*y/4 fr-??- 'J )V) 757] *^t°^y 
y 9 9 4) £#fc (43mg, 99%) „ MgfiR P L C/M S 

ttfcfc (9 8%) „ ESI/MS m/e 4 1 3 (M + + H. C 2 4 H 2 9 C 1 N 2 
15 O z ) 

[^Jfe0iJ 2028-2042] 

2 0 2 7|:tot^Lfco i&g-Cfcfttf, ^nv^77^- (HPLC-C 18 
20 £XfW.m&m5 2 (C fc 0 . 

^ 52 









ESI/MS m/e 


(mg) 




2028 


943 


C23 H25 CI F3 N3 02 


468 


6 


28 


2029 


944 


C23 H28 CI N3 02 


414 


5 


29 


2030 


945 


C22 H25 CI N4 04 


445 


6 


30 


2031 


946 


C23 H27 CI N4 04 


459 


5 


24 


2032 


947 


C25 H31 CI N2 04 


459 


4 


20 


2033 


948 


C24 H29 C12 N3 02 


4 62 


6 


32 


2034 


94 9 


C25 H32 CI N3 02 


442 


6 


31 


2035 


988 


C23 H25 CI F3 N3 02 


468 


45 


92 


2036 


989 


C23 H28 CI N3 03 


430 


44 


97 
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2037 


990 


C22 H26 CI N3 02 


400 


4 1 


Q Q 


2038 


991 


C23 H27 CI N2 02 


399 


41 


97 


2039 


992 


C25 H31 CI N2 04 


459 


47 


98 


2040 


993 


C25 H31 CI N2 02 


427 


44 


98 


2041 


995 


C25 H31 CI N2 03 


443 


44 


95 


2042 


996 


C24 H31 CI N4 02 


443 


5* 


11 



10 



KSCSJ2 0 4 3] THP-1 



t hMl)UK&Mfta-Cib&THP-l»jB* % lX10'fi/mLt45±5|; 
7yt^7 7 - (RPMI-1 6 40 (G i b c o-BRLttS) (CO. 1% 
BSA, 25mM HEPES^DxpH7. 4 tfcfe©) U » 

ia»»aiLfc B wwkm7yw 7 77-T?««Lft»«fc, mats® 

t$mtLtz e 3**«a»£*lfcfc hMI P-l « (DuPont NENli© 2 
5'0nCi/mLI^5J:p|:7s't^y7 t — T?*R t fc^^^fgj <J #>• p 

25/iL, «»!)^ Kfflg 2 5 n L , 5 0 /i L 

®ifc#Lfc (»PBS 2 0 0 M LiPxfc^, Mil) . 7 

^flftti: hMIP-la (P e p r o t e c h*h«) 1 
|5IfcttU^#©*?>h^i0 0%iLTt FM1 P-la^THP-lUB 

H«* (%) = [!_ (A _ B) /. (C _ B) ] xioo 
(A : mfcik&®mm<DU<}> K B : #Mfg|fc I'M I P- 1 a 1 0 0 n ggsAp 
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3 6 7 



10 



15 



20 



25 



%- 8 0%, 33 «ttJf=> 8 0 %©PI*&£^ Ltz a 

1 O^M©»ai!l*5V^T2 0%-5 O^OBft^Lfcfc^ : 
fc^fc#t2 9, 3 7, 4 1, 4 5, 4 6, 4 7, 5 0, 8 2, 8 5, 1 0 7, 1 

2 0, 1 3 4, 2 1 4, 2 1 7, 2 1 8, 2 2 0, 2 2 2, 2 2 5, 2 2 6, 2 2 
7, 2 2 8, 2 2 9, 2 3 0, 2 3 1, 2 3 3, 2 3 4, 2 3 6, 2 3 7, 2 3 8 
, 3 3 3, 3 3 4, 3 3 5, 3 3 6, 3 3 8, 3 4 0, 3 4 2, 3 4 7, 3 4 8, 

3 4 9, 3 5 0, 3 5 2, 3 5 7, 3 5 9, 3 6 1, 3 6 6, 3 7 2, 3 7 4, 3 
75, 376, 380, 382, 38 3, 385, 470, 471, 472, 47 
3, 4 7 4, 4 8 3, 4 8 4, 4 8 8, 4 8 9, 4 9 1, 4 9 7, 4 9 9, 5 00 
, 5 0 2, 5 0 6, 5 0 8, 5 1 0, 5 1 4, 5 1 5, 5 1 8, 5 2 4, 5 4 3, 

5 5 3, 5 5 4, 5 5 5, 5 5 6, 5 6 3, 5 7 1, 5 7 5, 5 7 6, 5 7 8, 5 
7 9, 5 8 0, 5 8 3, 5 8 6, 5 8 7, 5 8 8, 5 9 0, 5 9 1, 5 9 2, 5 9 
5, 5 9 6, 5 9 8, 6 0 3, 6 1 0, 6 1 1, 6 1 2, 6 1 4, 6 2 4, 6 2 5 
, 6 2 6, 6 2 9, 6 3 5, 6 3 8, 6 3 9, 6 4 0, 64 1, 6 4 2, 6 4 3, 
644, 64 6-, 647, 648, 649, 652, 653, 658, 6* 59, 6 

6 0, 6 6 5, 6 6 6, 6 6 9, 6 7 1, 6 7 5, 6 7 7, 6 7 9, 6 8 1, 6 8 
2, 684, 691, 695, 69 6, 700, 702, 704, 706, 711 
, 712, 71 4, 717, 721, 723, 724, 726, 727, 728, 

7 2 9, 7 3 1, 7 3 7, 7 3 9, 7 4 0, 7 4 1, 7 4 2, 7 4 4, 7 4 6, 7 
6 5, 7 6 7, 7 7 2, 7 7 3, 7 7 4, 7 7 5, 7 7 6, 7 8 0, 7 8 1 , 7 8 
5, 7 8 6, 7 8 7, 7 8 8, 7 9 0, 7 9 1, 7 9 2, 7 9 3, 7 9 5, 7 9 6 
, 7 9 7, 7 9 8, 8 0 5, 8 0 6, 8 0 7, 8 1 0, 8 1 3, 8 2 0, 8 2 1, 
822, 824, 825, 827, 829, 830, 833, 834, 837, 8 
3 8, 8 4 4, 8 5 3, 8 5 5, 8 7 3, 8 7 7, 8 7 8, 8 8 0, 8 8 2, 8 8 
7, 888, 891, 894, 901, 903, 904, 905, 91 1, 929 
, 9 3 2, 9 3 3, 9 3 5, 9 3 8, 9 4 0, 9 4 8, 9 9 3, 9 9 6, 1 0 0 6 
, 1 0 1 8, 1 0 2 6, 1 0 2 8, 1 0 3 5, 1 04 8, 1 0 5 3, 1 0 5 4, 1 
055, 1056, 1068, 1070,1 071, 1072, 1073, 107 
5, 1076, 1081, 176 3, 1764 

1 OMM©»ftfc^T5 0%-8 0%<D|&M&^Lfcte£4* : 

1, 2, 3, 4, 7, 13, 22, 23, 24, 25, 27, 31, 3 



J 
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2, 3 8, 4 8, 8 3, 1 1 9, 1 2 1, 1 2 3, 1 3 1, 2 1 5, 2 1 6, 2 2 
1, 2 3 5, 3 3 7, 3 5 1, 3 5 4, 3 5 8, 3 6 2, 3 6 3, 3 6 5, 3 6 7 
, 368, 369, 373, 378, 381, 384, 458, 459, 463, 

4 6 5, 4 6 6, 4 6 7, 4 6 8, 4 7 8, 4 7 9, 4 8 0, 4 8 2, 4 8 5, 4 
86, 487, 492, 493, 494, 495, 496, 498, 501, 50 

3, 5 0 4, 5 0 7, 5 1 1, 5 1 2, 5 1 3, 5 2 0, 5 2 3, 5 2 7, 5 2 9 
, 5 3 0, 5 3 1 , 5 3 2, 5 3 3, 5 3 4, 5 3 5, 5 3 6, 5 3 7, 5 3 8, 

5 3 9, 54 0, 5 4 1, 54 2, 5 4 5, 5 4 6, 5 4 7, 5 4 8, 54 9, 5 
5 0, 5 5 1, 5 5 2, 5 5 8, 5 5 9, 5 6 0, 5 6 1, 5 6 2, 5 6 5, 5 6 
7, 5 6 8, 5 6 9, 5 7 0, 5 7 2, 5 7 3, 5 7 4, 5 7 7, 5 8 1, 5 8 2 
, 5 9 4, 5 9 7, 5 9 9, 6 0 0, 6 0 2, 6 0 4, 6 0 6, 6 0 7, 6 0 8, 
609, 613, 61 5, 61 6, 618, 619, 62 0, 621, 62 8, 6 
3 0, 6 3 1, 6 3 2, 6 3 3, 6 3 4, 6 3 6, 6 3 7, 6 4 5, 6 5 1, 6 5 

4, 6 5 5, 6 5 7, 6 6 1, 6 6 2, 6 6 4, 6 7 3, 6 7 4, 6 7 6, 6 7 8 
, 6 8 0, 6 8 3, 6 8 5, 6 8 7, 6 8 8, 6 8 9, 6"93, 7 0 3, 7 0 5, 
7 0 7, 7 0 8, 7 0 9, 7 1 0, 7 1 3, 7 1 6, 7 1 8, 7 1 9, 7 2 0, 7 
2 5, 7 3 0, 7 3 2, 7 3 3, 7 3 4, 7 3 5, 7 3 6, 7 4 9, 7 5 0, 7 5 
1, 7 5 2, 7 5 3, 7 5 4, 7 5 6, 7 5 8, 7 6 0, 7 6 2, 7 6 3, 7 6 4 
, 7 6 6, 7 6 8, 7 6 9, 7 7 0, 7 7 1, 7 7 7, 7 7 8, 7 7 9, 7 8 4, 

7 94, 7 9 9, 8 0 0, 8 0 2, 8 04, 8 08, 8 0 9, 8 1 1, 8 1 2, 8 
15, 8 1 6, 819, 82 8, 831, 83 2, 83 5, 836, 839, 84 
0, 8 4 5, 84 6, 8 4 7, 8 4 8, 8 5 0, 8 5 1, 8 5 4, 8 5 7, 8 5 8 
, 8 5 9, 8 6 0, 8 6 1, 8 6 2, 8 6 3, 8 6 5, 8 6 6, 8 6 7, 8 6 8, 

8 7 2, 8 7 4, 8 7 6, 8 8 6, 8 9 9, 9 1 0, 94 2, 9 9 8, 1 004, 

1 0 0 5, 1 0 0 7, 1 0 1 3, 1 0 1 5, 1 0 1 6, 1 0 1 7, 1 0 1 9, 1 0 

2 0, 1 0 2 1, 1 0 2 2, 1 0 2 4, 1 0 3 0, 1 0 3 7, 1 0 4 2, 1 04 3 
> 1 04 4, 1 04 5, 1 0 4 6, 1 04 7, 1 04 9, 1 0 5 0, 1 0 5 2, 1 
0 5 9, 1 0 6 0, 1 0 6 1, 1 0 6 7, 1 0 6 9, 1 0 74, 1 0 7 8, 1 0 7 
9, 108 0, 1766 

i o nM<Dmmc%>\,^x> 8 oyoommmz^Ltzit-fr®) : 

61, 464, 469, 481, 49 0, 505, 509, 521, 
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526, 528, 544, 564, 566, 601, 605, 617, 62 2, 6 
2 3, 6 2 7, 6 5 0, 6 5 6, 6 6 3, 6 6 8, 6 7 2, 6 8 6, 6 9 0, 6 9 
2, 6 9 4, 7 1 5, 7 4 3, 7 4 7, 7 4 8, 7 5 5, 7 5 7, 7 5 9, 7 6 1 
, 782, 783, 803, 814, 817, 818, 826, 849, 85 6, 



03, 1008, 1009, 1010, 1011, 1012, 1023, 1029 
, 1 0 3 1, 1 0 3 2, 1 0 3 3, 1 0 3 4, 1 0 3 6, 1 0 3 8, 1 0 3 9, 1 
040, 1 04 1, 1 0 5 1, 1 0 5 7, 1 0 5 8, 1 0 6 2, 1 06 3, 1 0 6 

4, 1065, 1066, 1082, 1083 

10 2» MOfcflffciJ^T 2 0% - 5 0 %©HSfig*^ Lfcte£#> : 

ft^ff 1 04 2, 1043, 1244, 1245, 1416, 1435, 14 
36, 1 438, 1441, 1 480, 1570, 1583, 1584, 1589 
, 1590, 1594, 1595, 1601, 1660, 1672, 1687, 1 
7 2 4, 1 7 7 9, 1 7 8 0, 1 7 8 7, 1 7 9 5, 1 7 9 6, 1 7 9 8, 1 7 9 

15 9, 1 8 02, 1 8 93, 1894, 1898, 1900, 1915, 1919, 
1 9 2 0, 2 0 9 2, 2 0 9 6, 2 0 9 8, 2 1 0 0 

2 n M<DWk8t\Zt$\,*X 5 0%-8 OroCOPfl^tg^^L^i-ft:^ : 
-fc£-#>#^§- 1190, 1414, 1600, 2091, 2094, 2095 
2 nM(Dmm^^"X> 8 0%©IB£*B4:^Lfc<fb£tt : 

20 it^^ 2093, 2097, 2099, 2103, 2 104 

[Hjfe0ii2 o 4 4] thp- iubbs^omcp- i <D&&K*t-t zm.w<Dm&. 

^©t YMC P- 1 iafc^-SH^J (£»Rf£Yoshimura,T. et al. Febs Letters 1 
989,244,487-493^ £#RB,) ££<5$ffl|8BtXBtta^&tf ftl LfeDNA^/7 4 
25 -v-£2113S (5' -CACTCTAGACTCCAGCATGA- 3'*3<tU?5' - 
T A GOTGC AGATTCTTGGGTTG — 3') &fflV^T, t h jfilWrtJ^lfflflS 
{??rty&£VffiA) 4*cDNA%PCRftti!)«ffiU MmmM (P s t 
1 asftfX b a I ) $J8frf&, h 7 ^77-^ ^-p V L 1 3 9 3 (Invit 
r o g e nftl!) (^Jffi.^i&AyAf 0 frfr&^t ^-iilfett^^a D £ £ S f 

FMCP-1 jH5M&x.^df a n#4JUX&$m Lfc 0 



5 



8 6 4, 8 6 9 



870, 871, 999, 1000, 1001, 1002, 1 



10 



15 



20 



25 



30 
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1 SHI I, K. bO^fc (Biochemical and Biophysical Research Communicat 
ions 1995, 206, 96S-461M) KlttV\ Sf-9M» 5 X1 0 ^ ± B t 
hMC P - l»fi^aftx./^ a n ;m 5 x 10'PFU 

b) EX-CELL401«*tt7BlW»U Ji» 

^A'!)yt7 7 D-^7A (77^y7a») T77^f^fitSL^ 
,««HPLC (Vyd.c CIS * 5 A) fcft U »ft fc hMC P - 1 

- 1 (ttStt : 2 0 0 0 C i /mm ol), KT©WR{cffl^fc 0 ■ 

3-1. [ i2s I] gB^gp^^M h FMCP-1g)THP-l»^ 

IC7^t^^ y 7 7 - (RPMI-1 640 (Gi bco-BRLttl) (CO. 1 
%BSA, 2 5mM HEPES^ pHr. 4|:itLt t ©) 

wmmmt Lit. »^j7^^< y 7 7 -f«u^^^ 

«fc tfc 0 ±i£© C 1 2 6 I ] u *^*«3 t hMC P - i £ i M c i / 

m L ± 9 \Z.T y±4 /< y 7 7 -P#« Lfc»«SrS» y # > K»«i Lfc. 

1 00/iL) , IStfl B#RK h Ltz 0 

5M7t, OT«r7^^-gjgL < 7^/^-^pbs 2 0 0/.LT' 
2 0**1.*: (ftPBS 200,Ltt^t > «j§) 0 ^i^-fcjaft^ 

Wk^ftbDtl^.n^thMCP-l M lOOng 
4^>O*^ht:100%tLtt hMCP-l©THP-ltt^A (c 

HS* (%) = {1 _ (A _ B) / (C _ B) } X100 
(a : mmtetfymmo)* k B = ^am t fmc p - 1 1 0 o n g ma 




WO 00/69432 PCT/JP00/03203 

3 7 1 

C: [ ,2S 1] mMK hMCP- 1<D*ML/cB#0#?VH 

RflXfcMbtt, l(iM, 10/iM, *fcttl 0 OMM©jS«*5VT, til€Jl2 0 
-5 0%, 5 0%- 8 0%, *3ctT>*>8 0%©l||fc*Lt, 
5 1 0 0 m M©*Jgfc*5l'>T2 0%- 5 0%OBaSUg*7i%tfc'fk^ft : 

fc£4fe#*3» 6, 11, 15, 16, 19, 28, 44, 88, 92, 94, 1 
04, 111, 1 1 2, 1 2 4, 1 2 5, 1 3 3, 2 1 9, 2 2 0, 2 2 4, 2 2 
8, 236, 338, 343, 3 4 6, 347, 348, 349, 362, 363 
, 3 6 7, 3 6 8, 3 7 1, 3 7 3, 3 8 1, 6 1 8, 8 4 7, 8 4 9, 8 5 0, 
10 866, 867, 869, 870, 871, 872, 873 

10 0m MO^gtdjoV^X 5 0% - 8 0 %<D^m^7jk Lt^t&® : 
<fc^(*tl, 8, 1 0, 1 2, 1 8, 2 1, 2 6, 3 0, 3 3, 3 5, 3 9, 8 

4, 89, 90, 91, 96, 97, 98, 99, 100, 101, 103, 10 
6, 1 0 8, 1 0 9, 1 1 0, 1 1 6, 1 2 2, 1 2 6, 2 1 6, 2 1 8, 2 2 1 

15' , 225, 226, 231, 330, 332, 333, 334, 337, 341, 
3 4 2, 3 5 0, 3 5 2, 3 5 4, 3 5 6, 3 5 9, 3 6 0, 3 6 1, 3 6 4, 3 
6 6, 3 7 4, 3 7 5, 3 7 9, 3 8 2, 4 6 2, 4 6 3, 4 6 4; 5 5 7, 6 8 
6, 84 0, 8 4 1, 84 2, 84 3, 8 44, 8 4 5, 8 4 6, 8 4 8, 8 6 2 
, 863, 864, 865, 868 

20 1 O0MMcO^^*3V^T>8 0%cDP£TOSr^Lfc'(b-g'^: 

^^#•§•2, 4, 5, 7, 13, 14, 17, 20, 22, 23, 24, 2 5, 

2 7, 2 9, 3 1, 3 2, 3 4, 3 6, 3 8, 4 0, 4 1, 4 2, 4 3, 4 5, 4 
6, 47, 48, 49, 50, 83, 85, 86, 95, 102, 1 05, 107 
, 1 1 3, 1 1 4, 1 1 5, 1 1 9, 1 2 0, 1 2 1, 1 2 3, 1 2 7, 1 2 8, 

25 129, 130, 131, 132, 134, 214, 215, 2 1 7, 227, 2 

3 7, 2 3 8, 3 3 1, 3 3 5, 3 3 6, 3 3 9, 3 4 0, 3 4 5, 3 5 1, 3 5 

5, 3 5 7, 3 5 8, 3 8 3, 4 5 8, 4 5 9, 4 6 0, 4 6 6, 5 5 8, 8 5 1 
,852,861,874 

1 0 nMCDte&iZtei^X 2 0%- 5 0%£>PIWitg£^ Ltcit&Va : 
30 te£-#>#-5§- 12, 18, 30, 34, 40, 42, 43, 51, 52, 5 3, 5 4 
, 5 5, 5 6, 5 7, 5 9, 6 0, 6 4, 6 6, 7 5, 7 6, 7 7, 7 8, 7 9, 
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8 2. 8 9, 9 0, 9 7. 9 8, 1 0 2, 1 0 3, 1 1 6, 1 2 7, 1 2 8, 1 2 
9, 1 3 0, 1 3 2, 1 3 5, 1 3 6, 1 4 0, 1 4 1, 1 4 4, 1 5 6, 1 5 7 
, 1 5 9, 1 6 0, 1 6 1, 1 6 2, 1 6 3, 1 6 6, 1 6 7, 1 6 8, 1 6 9, 

1 7 0, 1 7 1, 1 7 2, 1 7 3, 1 7 4, 1 7 5, 1 7 6, 1 7 8, 1 7 9, 1 
5 9 0, 1 9 1, 1 9 2, 1 9 5, 1 9 7, 2 00, 2 0 2, 2 0 3, 2 04, 2 0 

5, 2 0 8, 2 3 3, 2 3 4, 2 3 5, 2 3 9, 2 4 0, 24 1, 2 4 2, 24 3 
, 2 4 5, 2 4 7, 2 4 9, 2 5 0, 2 5 5, 2 6 3, 2 6 4, 2 6 9, 2 7 4, 

2 7 8, 2 7 9, 2 8 2, 3 0 6, 3 1 6, 3 1 7, 3 2 3, 3 24, 3 8 0, 4 
04, 40 9, 4 3 3, 44 6, 448, 44 9, 45 1, 4 70, 4 7 1. 4 7 

10 3, 476, 479. 486, 488, 489, 497, 498, 499, 501 
, 5 0 4, 5 0 7, 5 0 8, 5 0 9, 5 1 0, 5 1 2, 5 1 4, 5 1 6, 5 1 9, 

5 2 7. 5 3 0, 5 3 2. 5 4 2. 5 4 5. 5 6 0. 5 6 3. 564. 5 6 5. 5 

6 6, 5 6 8, 5 6 9, 5 7 2, 5 7 3. 5 7 4. 5 7 5, 5 7 8, 5 8 3. 5 8 
4, 5 8 6, 5 8 7. 5 8 9, 5 9 0, 5 9 9. 6 00. 6 0 1. 6 0 3, 6 0 6 

6 1 2, 6 1 3, 6 2 0, 6 2 1, 6 2 2, 6 2 4, 6 2 5, 6 2 7, 6 2 9, 
6 3 0, 6 3 2. 6 3 4. 6 3 6. 6 3 7. 6 4 0. 6 4 1. 64 2. 6 4 3. 6 
4 4, 6 4 5, 64 6. 6 4 7. 6 4 8. 6 4 9, 6 5 8, 6 7 8, 6 8 2, 6 8 
7, 692, 694, 764, 775, 856, 857, 860, 881, 882 
, 8 8 3, 8 8 4. 8 9 0. 8 9 2, 8 9 9, 9 0 0, 9 0 3, 90 5, 9 0 7, 
20 908, 911, 912, 916, 917, 921, 92 2, 923, 925, 9 
2 7. 9 3 1 . 9 3 2. 9 3 5. 9 3 9, 9 4 0. 9 6 8. 9 8 6. 1 0 3 9. 1 
04 1. 1 04 5. 1 04 7. 1 06 2. 1 0 6 3. 1 08 3 

i o n M©$tgtc;io^T 5 o%- 8 o%<Dmmm^ wt-a-yo : 

fc£^#-f§-7. 3 2. 3 6. 6 1. 6 2. 6 3. 6 5. 6 7, 6 9. 7 0. 7 1. 
72, 73, 74, 81, 91, 105, 114, 121, 123, 134, 13 
7, 1 3 8, 1 3 9. 1 4 6. 1 4 7. 1 4 8. 1 4 9. 1 5 1. 1 5 4. 1 6 5 
, 1 7 7. 2 3 2, 2 4 4. 2 4 8. 2 5 1. 2 5 2. 2 5 3. 2 5 6. 2 5 9. 
2 6 1 . 2 6 6. 2 6 7. 2 7 6. 2 8 6. 2 9 2, 2 9 3, 2 9 5, 3 0 1, 3 
0 5, 3 0 7, 3 1 0, 3 1 4, 3 1 5, 3 2 0, 3 2 2. 3 2 8, 4 3 4. 4 3 
5. 4 3 6. 4 3 7. 4 3 9. 4 4 0. 4 4 3, 44 7, 4 5 0, 4 5 2, 4 5 3 
, 454, 455, 456, 468, 469, 472, 474, 475, 477, 



15 



25 



30 
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478, 480, 481, 482, 483, 485, 490, 493, 494, 5 
00, 50 5, 5 1 1, 5 1 7, 5 2 0, 5 2 9, 5 34, 5 4 0, 5 4 3, 5 4 
4, 5 4 8, 5 5 5, 5 5 6, 5 6 1, 5 6 2, 5 7 0, 5 7 6, 5 7 9, 6 1 1 
, 6 1 7, 8 5 3, 8 5 4, 8 5 5, 8 5 8, 8 5 9, 8 7 5, 8 7 7, 8 7 9, 
5 880, 885, 886, 887, 888, 891, 894, 895, 904, 9 

0 6, 90 9, 9 1 0, 9 1 3, 9 1 4, 9 1 8, 9 2 8, 9 3 0, 9 3 3, 9 3 
7, 9 3 8, 94 5, 9 7 0, 1 0 4 0, 1 0 4 4, 1 04 6 

1 0jtiM£OjgSl-*5V^T>8 0%<DVmffe&^Ltzit&V3 : 
fc-S®^ 31, 45, 46, 48, 58, 68, 80, 83, 113, 115, 
10 142, 143, 145, 150, 152, 2 65, 268, 272, 275, 2 
8 3, 2 8 5, 2 8 7, 2 8 8, 2 9 0, 2 9 1, 2 94, 2 9 6, 2 9 7, 3 0 
2, 3 0 8, 3 0 9, 3 1 3, 3 2 1, 3 2 5, 3 2 6, 3 5 8, 4 3 8, 44 1 
, 442, 444, 445, 457, 466, 467, 484, 487, 491. 

4 9 2, 4 9 5, 4 9 6, 5 0 3, 5 1 8, 5 3 7, 5 3 8, 5 4 7, 5 5 4, 8 
15" 76,878,919,929,943 

1 ixM<D&m^&^X 2 0 % - 5 0%©aSiS:* Ltzlk&® : 
it&VO&^r 1118, 1121, 1136, 1143, 1146, 1158, 11 

5 9, 1 1 6 7, 1 1 7 0, 1 3 5 9, 1 3 6 1, 1 3 6 2, 1 3 6 3 
1 mM©MI:Jd^T5 0%-8 0%<Dmmife%^Ltzik&M : 

20 ik-frVng-flr 1133, 1134, 1137, 1141, 1156, 1161, 11 
62, 1163, 1164, 1166 

i mm<d^{c*3v^t>8 o%<Dmmmz^{,tzik&v>) ■. 

\k-&m%% 114 7 

3-2. [ 12S i ] iiigs^ar^p /i^isgib fmcp-1 cothp- imm^(o 

fc hmF^**6MRiNBJia-e*>5THP- liBMS&i x i o'S/mLi:45i? 
\Z7ytJs<y7y— (50mM HEPES, pH7. 4, 1. OmM CaC 

1 2 , 5. OmM MgCl 2 , 0. 5%BSA) tHL»«fiLfc,|| 
ik&MZ7v±4'<y7 7~T-%%lLtzmi&*fomik&®femb Lfc e _hiE© [ 125 

30 I ] Sg^iB^/MMt FMCP-1 ^ljuCi /mLH45 <fc 0^7 y 

±4 /< v v 7 Ltzmmzm^L v d y mm t 9 6 ^ >v# - 
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v k»« 25,l, mmmm 5 o * l ©«!#{;:#£ u it (s^^® i o o 

5 2|s|jfej*Ui: ffiPBS 2 0 0,LttUg, tt&) . 

wi-m%mzb?-7z?>h *- mm) tatifc. &wf^©tt*> 

OtllO/^nMtFMCP-l (MM) lOOng^DLfcH©* 
10 h£ l 0 0%i: Ltt FMCP-1©THP-1 ttfe^©*&£fc*t1-3»*ffc£fc 
PIW (%) = {1 _ (A _ B) / (C _ B) } X100 

(a : wm&mmma>* b : t kmc p - 1 1 o o n g mm 
me>*t>K c: mmt hMcp-io^Lt^^H 

B©^k^*tt, 0. 2 M M, UM, ifclHO^MClSfel^ -Hv£*ft2 0 
-50%, 5 0 %- 8 0 %, J:U?> 8 0 %©|fl*tiSr* Lfc. 

1 0 /iMWjft&fcjsvvr 2 0%- 5 0 LfcfljfrfcY 
fc&Vum^ 15 6 0 

20 1 OMMOftffcJttvrS 0%-8 0%©Pl^|g^Lfc^#) : 

\^mm% 15 5 0 - 

1 0 /zM©jSS»c:*5V^T> 8 O%0|&Sttfrji%bfc-fb6-* : 
4t&®m^ 541. 1042, 1043, 1559 

1 <iMOi«tt^T2 0%-5 0%©BMMBfc;i*Lfcfc£f& : 
ftm*1 0 9 8, 1.1 0 0, 1 1 0 1, 1 1 0 4, 1 1 05, 1 1 0 9, 1 1 

1 0, 1 1 1 6, 1 1 7 4, 1 1 7 5, 1 1 7 6, 1 1 78, 1 1 8 7, 1 1 8 8 
* 1 1 8 9, 1 1 9 7, 1 1 9 8, 1 1 9 9, 1 2 00, 1 2 0 1, 1 2 0 2, 1 

2 0 9, 1 2 1 0, 1 2 1 1, 1 2 1 2, 1 2 2 2, 1 2 2 5, 1 2 2 9, 1 2 3 
0, 1 2 3 7, 1 2 3 8, 1 2 4 3, 1 2 5 0, 1 2 5 9, 1 2 6 1, 1 2 6 5, 
1 2 6 6, 1 2 7 2, 1 2 7 7, 1 2 8 2, 1 2 9 4, 1 2 9 9, 1 3 0 2, 1 3 
0 7, 1 3 1 5, 1 3 1 8, 1 3 1 9, 1 3 2 0, 1 3 2 9, 1 3 3 0, 1 3 3 5 





• 
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. 1 33 6, 1337, 1 


3 4 3,1 




35 7. 135 8. 136 


8,137 




0, 1 4 1 3. 1 4 2 2, 


1 4 2 3, 




14 32, 1437. 14 


4 0,14 
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142 5. 142 6. 1429. 143 0, 
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, 1458, 1459, 1461, 1463 
46 9, 147 0, 1471, 1474, 1 

7, 1508, 1510, 1511, 151 
15 16, 1518, 15 19, 1521, 
3 8, 1540, 1542, 1544, 15 
, 1576, 1577, 1578, 1579 
585, 1587, 1598, 1602, 1 
1, 1612, 1613, 1614,161 
1622, 1627, 1630. 1643. 
16, 1717, 1723, 1728, 17 
, 1 7*4 0, 1747, 1750, 1755 
760, 1761, 1762, 1769, 1 

3, 1774, 1777, 1783, 178 
1904, 1911, 1917, 2057, 
6 5, 2 0 6 6, 2 0 6 7, 2 0 6 8, 2 0 
, 207 4. 2075. 2076. 2080 
11 2. 2123, 213 0, 2131, 2 
1, 2182, 2212, 2216, 221 
2 2 2 4, 2 2 2.5, 222 8, 2247, 
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08 4, 1091, 1103, 1106, 1 

4, 1115, 1138, 1 1 42, 1 1 6 
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3 7 8, 1 3 8 0, 1 3 8 1, 1 3 8 3, 1 3 8 4, 1 3 9 1, 1 4 1 1, 1 4 1 

2, 1 4 1 4, 1 4 1 7, 1 4 1 8, 1 4 1 9, 1 4 2 1, 1 4 2 4, 1 4 3 1, 
1 4 3 6, 1 4 3 9, 1 4 4 9, 1 4 5 4, 1 4 5 6, 1 4 5 7, 1 4 6 0, 1 4 
6 2, 1 4 7 2, 1 4 7 3, 1 4 8 7, 1 5 0 2, 1 5 04, 1 5 0 6, 1 5 1 7 
, 1 5 2 5, 1 5 2 6, 1 5 2 7, 1 5 2 9, 1 5 3 0, 1 5 3 1, 1 5 3 2, 1 
5 3 3, 1 5 3 4, 1 5 3 6, 1 5 3 7, 1 5 3 9, 1 5 4 1, 1 5 4 5, 1 5 9 

3, 1 6 0 0, 1 6 0 1, 1 6 0 6, 1 6 0 8, 1 6 1 9, 1 6 2 0, 1 6 2 1, 
1 6 2 3, 1 6 2 4, 1 6 2 5, 1 6 2 6, 1 6 2 8, 1 6 2 9, 1 6 4 5, 1 6 

5 0, 1 6 5 4, 1 6 5 8, 1 6 6 3, 1 6 6 4, 1 6 6 5, 1 6 7 0, 1 6 7 1 
, 1 6 7 2, 1 6 7 3, 1 6 7 5, 1 6 7 8, 1 6 7 9, 1 6 8 1, 1 6 8 4, 1 

6 8 7, 1 6 8 8, 1 6 8 9, 1 6 9 0, 1 7 1 1, 1 7 1 2, 1 7 1 4, 1 7 1 
8, 1 7 2 2, 1 7 2 5, 1 7 2 6, 1 7 2 7, 1 7 2 9, 1 7 3 0, 1 7 3 2, 

1 7 3 4, 1 7 3 5, 1 7 3 7, 1 7 4 1, 1 7 4 2, 1 7 4 3, 1 7 4 4, 1 7 
4 5, 1 7 4 6, 1 74 8, 1 7 5 1, 1 7 5 3, 1 7 5 4, 1 7 5 6, 1 7 7 9 
, 1 7 8 1, 1 7 8 2, 1 7 8 6, 1 7 8 8, 1 7 8 9, 1 7 9 0, 1 7 9"2, 1 

7 9 5, 1 7 9 7, 1 7 9 8, 1 8 0 0, 1 8 0 1, 1 8 04, 1 8 4 8, 1 8 6 
2, 1 8 8 3, 1 8 8 5, 1 8 8 6, 1 8 8 7, 1 8 8 9, 1 8 9 3, 1 8 94, 
1903, 1905, 1910, 1912, 1913, 1914, 1918, 19 

2 2, 1 9 7 6, 1 9 8 5, 2 0 2 7, 2 0 3 5, 2 0 6 2, 2 0 8 3, 2 0 8 4 
, 2 08 8, 2 0 8 9, 2 0 9 0, 2 1 1 1, 2 1 2 4, 2 1 2 5, 2 1 2 6, 2 
135, 216 7, 2171, 2175, 2211, 2221, 222 6, 223 
1 , 2 2 4 0 

^»§-2 9 9, 3 1 1, 3 1 2, 3 2 9, 1 0 4 2, 1 04 3, 1 0 8 5, 1 
119, 1191, 1203, 1220, 1228, 12 3 6, 1244, 125 
6, 1288, 1295, 1 308, 131 0, 1376, 1382, 1393, 
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3, 1 7 0 4, 1 7 0 5, 1 7 0 6, 1 7 0 7, 1 7 0 8, 1 7 0 9, 1 7 1 3, 
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o %- 5 o%<Dmmm%:7jk ttdt^m •. 



15 ft^feS§1 6 8 0, 1682, 1686, 1691, 16 94, 1700, 18 
05, 1810, 1811, 1812, 1813, 1815, 1816, 1817 
, 1818, 18 1 9, 1820, 1824, 1825, 1826, 1827, 1 

8 2 8, 1 8 3 2. 1 8 3 3, 1 8 3 4. 1 8 3 5. 1 8 3 6. 1 8 3 9. 1 8 4 
0. 1842. 1843. 1 8 51. 1852. 1853. 1854. 1855. 

20 1 8 5 6. 18 5 8. 18 5 9. 18 6 0. 18 6 3. 18 6 4, 18 6 5, 18 
6 6. 1 8 6 8. 1 8 7 4, 1 8 7 8. 1 8 7 9. 1 8 8 0. 1 8 8 8. 1 8 9 0 
. 1 8 9 1. 1 8 9 5. 1 9 2 6. 1 9 2 7. 1 9 2 8. 1 9 2 9. 1 9 3 0. 1 

9 3 4. 1 9 3 5. 1 9 3 7, 1 94 5, 1 9 4 6, 1 9 5 1, 1 9 5 2, 1 9 5 
3, 1954, 1959, 1960, 1961, 1962, 1966, 1969, 

25 1970, 1971, 1972, 1973, 1977, 1978. 1979. 19 
' 8 0. 1 9 8 1. 1 9 8 5. 2 0 1 4, 2 0 2 7, 2 0 2 8, 2 0 3 3, 2 0 3 5 
, 2 0 3 9, 2 04 0, 2 04 1, 2 0 4 2, 2 04 4, 2 0 4 5, 2 0 4 6 
0 . 2 m MC^glC^T 5 0 %- 8 0%<DPISig^ Ltzi\L%*fo : 

1677, 1678, 1679, 168 1, 1687. 1688. 16 
30 89. 1690. 1695. 1697. 1808. 1809. 1841. 1848 
. 1 8 6 1. 1 8 6 2. 1 8 6 9, 1 8 7 0, 1 8 7 1, 1 8 7 2, 1 8 7 3, 1 
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8 7 6, 1 8 7 7, 1 8 8 3, 1 8 8 4, 1 8 8 5, 1 8 8 6, 1 8 8 7, 1 8 8 
9, 1 8 9 3, 1 8 9 4, 1 9 7 6 

o.2m Mommc&^x > 8 o %<Dmmmz* uzit&m ■. 

I 6 9 6,1 8 9 2 

[£i£0ij2O4 5] MCP-l^y ^MM^MCP-l^lr^ 

msmm < r i25 n eat 

Y AMAGAM I , S . WU;MCP-ll,t/^cDNA^(Bio 
chemical and Biophysical Research Communications 1994, 202, 1 156-1 162#JB) 
KpCEP-4 (I n v i t rogenftS) ONo t I mUZ* 
»U KtrLi pof ec t am in eft* (Gi bco-BRLtt 

«) i^n hW±M2 9 3-EBNA»|^7^7x^ h U ***** 

«> C 12S I] hMCP-lCft^ttTajBLfc. 

15 " 2 - C 125 L3 WM^±ELE*jjk2MMt i-m cp-upmcp-i 

, ^^-^MCP-l^/^^»H;U^^- t(WU 
8X10»i/mLK48i) K , 7^ y77 - (D-MEM (G i b c o — 
BRLtl» I'O. 1%BSA, 25mM HEPES^ pH7 . 4 KM 

25 [^Jfe0ij2O4 6] IfflJiagTfePfl^S^^jai^ 

P-l««iLtfflt\ Fall (J. Immunol. Methods. 1980, 33 

, 239-247) fc*CTttT©.t5fcfTofc. +*t>*> 9 6X^C u + 

(Neuropr obe ; Mffiff) ©*+>,<-_h£ ( 2O 0,L)t 
ttTHP-lJBStzxioVaL (RPMI- 1 6 4 0 (Flow Labor 
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a t o r i e s tt«) + 1 0°/oFCST'llLf:{)©) , TH (3 5 M L) {dftl^J 
m-Ct h ' V ^ytty hMCP-1 (P e p r o t e c hftM) »S^2 0 

^- (PVP-f ree, Neuroprobe; gii^l) £@£U 3 7tt 
5 5%C0 2 #&Tfc2l$|llH^*a^-h&fTofc 0 

7^* — &J&!>fflU D i f f Qui ckl Wlfti izxyj;u? 

-rm^MLtcm^m^^L, ^■c^u-hv-^— (mo i ecu 1 a 

r D e v i c e*±§£) let, $J£&';R 5 5 OnmT«U 3 ft<O^J£Hi£>R& 
Spirit), iS^WSiifO^i: Lfc. 3£§fcte-^£±^lcTHP- 

io lUBfla^itj^Mst-tTmAPL, mnmfcmmmtiL ic 50 um 

£HBJ&iSc) - (TtCMCP- 1 ^AD^m-a-OS^IfflflSSSc) =100%} t LT 
^5 0%©PflW£^Lfcte£^©$££ I C so <t t/c 0 

15 Tte^k^o r Cso-fittto. l/iM^K-fcot 



I C 50 {ilL75S 0. 1 nMWTX'hhik&fyXDm : 
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, 2 2 4 1, 2 2 4 2, 2 24 4, 2 2 4 9, 2 2 5 0, 2 2 5 1 

*ttM2 0 4 3. 2 04 4, 2 04 5, jo±V2 0 4 6 (C*r*t»*fi, **f*3 
0><£&*1fiM I P - 1 a # X /$ fcttM C P - 1 * >f U ± 7* - 

^**=*-*>««*tt, Ka t o (Arthritis in mice induced by 

a single immunization with collagen. Ann. Rheum. Dis. , 55, 535-539, 1996) 

10 1. frfe 

K©fc£T5^<>^ (ICN Immunobiological s) ±»*L 
7G&|*fr*ffl^0. 15mg/0. lmL/bodyJ^Uc, 

«^**H#l:to. 5%*^#^^^i^fe A , B -^ hy!>A (CMC 
0. 5%CMCtr»iFLfc» («T^hB-*») , 

25 .M 1 2, 4 1 7-4 2 2, 1 9 9 2) t J: oTBB»«IR©€«SrlSJft* 
Sri 2££ Lfc 0 

30 Mmi, ^ ^ . ^^^^ 
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* B i-o V ^X&M. 0 frh 4 <D 5 SPg-Cfr o it. 

txf(o%i&*G%M&hz>b Lit 0 &LTom$ttt. wm±mmmm (sd) xm 

HI 1 ik&%)&^ 1 5 8 3 LfcSf te. => y h n-,H£[c*t L^S^H 

3 *£*£Weft0 2-4K7i*-*- Q ft;3*5l 5 8 3 it. v*fTx©SWSBfc:o 
10 ^TfcMKHtfPJLfc. 

2 0 4 8] 7yh ZT2»l>J§i^M±5jail^M^iM 
7 S> h 37- yV||gn^(i> Trenth a mh<D^m (Autoimmunity to type 
II collagen." an experimental model of arthritis. J. Exp. Med., 146, 857-68( 

1977)) ts<5# s rWOT©i?l:SlLt(^Lfc 0 

15 l.'^m 

^7°^- K (CHEM ICON International #) 

08%joJ;t50. 0 2%i:^5.J;9{c:7n^^b^^:T^ J ./OhMC 
HEM I CON International tt) tU^L-X^W^^^ ^ b > 
20 &flF${L75:„ JJTVl^al/tt, 4 C C^T, 3***— T?*g^Lfc2#©#7**>!J 
y^rtX*. »L<«l*LTgB»Lfc. i^a^Lewi s mfltti^ ^ h (B 

33*1*2 6 Gffltt«f£ffl^-r\ irnLSri 0 jMJffc#rfC*MS Lfc. lilfft, ±15 

25 h) . 

^^b^^?L#(CT0. 5%*/U#*^>^U*^n— ^-^ h y (CMC 

& 3 a frh 3 smug 0 m a Lfc„ 

fe^fi, m&W.<D& (»T>f^^M|) , o. 5%CMC£J8!-£L7t8¥ (£i 
30 Ta^ho- /H#) fciWk^llStl 24 5O3 00mg/k g Lfc 3?$ 
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*5«fc^ t©2, 5, 7, 9, 12, MHftOttZBKbtot. 7?hfefe« 
^h«ttftnpmfl£«ft (TK-105, UNICON 

3. n 



10 fcft«**l 2 4 5t3M»B«P»*Lfc»*©W|i*fc JM - 6 j t j| ltH5 

dentOt^feimwilcoxont^lU P*#0. 05» 
«£**r*3S#*>5 4: Lfc 0 12 4 5 Lfc#tt % h& 5 , 

15 (5, 7, UP|:P<0. '01, 9, 12Bf:P< 0 . 001) HMOM 

iwy 2047 tsxvmmm 2 0 4 s ^*3tt 5«s«it i 5 , **w©n»jr±, n 

20 5r<t^$n/c 0 

[£*«2 0 4 9] WKY-r a Lj Mgfex^fejjSjaMjM^ME 

i. arfe-dSRi, 2 flap 

«T4«IMt©WKY7yh H*H*SC£tt) t2. 5mL/k g M 

£Sttt*W*K4fft, 1, 4, 7, 10, UBIf;7 y hfflft8t^ ( H * 
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®mc&mtt. lOOmg/kg fr££tt*#*SEIR]fe»8:-§-H <t 9 l B 2IH ( 

Mm 1 X'te^ffi 1 0 B#|ffi&*3 i W& 6 , £R 2 T'fi^Fi) 1 0 H$gfrf£*3 J: Xf 

^F«5l»IWrtl) , gaiP^U, *fSg»"C?f4fi4-tt»«E (0. 5%#/M?*^ 
5 ^^Hrxun'-^*»tt) O^lriPg^Lt jg^fttl OmL/k g*li 
Lfc »<fe©Nftfil 0 £ Lfc c 

1 4 BI4«WlCffiei(iWLTWf,g$tlfc 0 5 8 3 

8)ftJ®|6].£f&*, R 1 0 , 1401 T?f±«-* 5 1,54 ( P < O . 01 

, Ma n n -Wh i t n e y U t e s t ) eS<0W>fW£B«>fc (0 6 ) „ 

1 5 8 3S^-S¥«iMfiS^{-tbgf LT20 %W^Tg^ (p<0, 0 1, Mann -W 
'15 hitney U test) j*^SrS*fc (15 3) . 

lot, \t&m 1 5 8 3i^i 9 vv Y<D&^m%m&tn^mfmwm&z)n. 



fc-fr^g#l 5 Bgg)liirg^U7^^>{§(nig/dl) 



PI a c e b o 


1583 


0. 49 ±0. 06 


0. 39±0. 03" 



2-2. mm 2 

25 gift* 9*ma!McTM&fl'ttttS*ittti>. ^ 

SUB S 4-CSi^6<jl-RSeS:ttJiADLT9fifeOiEfi*S|S»$ixfc e -fb^ l 2 
4 5 Ufc»-ettSat*tjfilflMft^4 , 7 , 10, 1401 I^HWiCtbtt l 

T^g-* 7 4, 8 5, 8 1, 8 2%(D^MJ£ (p<0. 001, Mann - Wh i t 
ne y U test) ilBfOM^t (0 7 ) . ft*^*lffl|4|fi 

30 4t l 5 B irotf ^ i/7f =yS:»£Lfci r 5, ifc^A&-£»fa2tfi88¥{clt 
$8 LT 1 0 (p<0. 0 5, Student" s t-test) &'J> 
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15 



20 



25 



30 



3 8 4 

SrSBftfc (15 4) . 

I " ^ /I. /V in,ir- 



control 


1245 


0.53±0. 05 


0.48±0. 04 1 . 



Ok u d a (Okuda Y. , et al. J. Neuroimmunol. 81, 201-210 (1998)) 

8®&m<DS J L/J XPL/J Flv^ (Jackson Lab. ) © 
m^iCSOOp. gORa b b i t myelin basic protein ( 
S i g m a ) 5 0 0 g ©M ycobacterium tubercul 

o s i s H37Ra (Difco) «T£A/ftPF££TS>»/<> (D i f c o) 
1 : 1 (flcatfc) <£>rc-v,Uv? 3 yioo M L £&Tft£f L^c, 2 4 
400ng©Bordetel la pertussis toxin ( 
Sigma) ££tf 1 0 0 M LO^S^Tk^rlilKrt^L, ftttff JgftHRttT 

*«36**^*J P. 1178-1181. Sfflllfe (1 9 9 5)) SrfflV\ 



r 



'1 
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1 = Ji<&Sfc3H&T ( 1 i mp tail) ;7372=glv$fTlS;7373 = 

5 2 - 1 . H» 1 : 1 5 8 3 <P%)Jil 

xv/Ui? 3 yj$4i4 1 0ST'©^^I5 5 «t®8^i- 0 

tittmmizzt-tz&mm (d u n n n e 1 1 ©#stfc») ^m^^± 0 
utmmuutm u-cfls*«»* 1 5 8 3 sweat ioom g /k g 

J3V^-C*aEl0B-e©»fiB®3ffiClfi| (WS^&t) , jfE^WJ (p<0. 0 5) 
, £&#i|g]*i$i (p<0. 0 5) ^fgfePjttfco ^1 5 8 3.W3 0mg/kg 

*55 





**JHS 


ft&Vltt 1583 
30 mg/kg&m 


K&m 1583 
100 mg/kg&fi 












12. 6 ± 1. 9 


12. 3 ± 1. 9 


13.6 ±2.0 


1^737 


3. 9 ± 0. 6 


3. 5 ± 0. 9 


2.4 ± 1. 3* 




8. 8 ± 2. 5 


9. 8 ± 3. 3 


5. 7 ± 3. 8* 












26. 8 ± 7. 5 


26! 3 ± 3. 4 


28. 5 ± 4. 7* 


S*£tt7.3 7 


3. 8 ± 0. 8 


3. 7 ± 0. 6 


3. 0 ± 0. 9* 











* : p < 0. 05 



2 - 2 . H» 2 : 1 2 4 5 <7>%ljg: 

a ^Jg^2 1 B*tOgftS:|{5 6 <t El 9 [d^-fo 
&tt<B«£#tt«-«g 0 ^*5«t5«-H»#«)5pfi&|ST** Lfc. $56 tr*5tt 
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